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PANEL PROCEEDI NGS

(The neeting was called to order at 8:50
a. m, Wednesday, Cctober 17, 2001.
M5. ANDERSON:. Good norni ng and wel cone,
Commi ttee chairperson, nenbers and guests. | am
Janet Anderson, Executive Secretary of the Executive
Comm ttee of the Medicare Coverage Advisory
Comm ttee, known as MCAC.
The Committee is here today to di scuss and
vote upon the findings of the Di agnostic |nmaging
Panel regarding the diagnosi ng and stagi ng of breast
cancer using Positron Em ssion Tonography scanni ng
t echnol ogy, or PET; discuss and vote upon the
findings of the Drugs, Biologics and Therapeutics
Panel regarding the use of |evocarnitine injections
for end-stage renal disease patients.

The foll ow ng announcenent addresses



18

19

20

21

22

23

24

25

00007

10

11
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conflict of address issues associated with this
neeting and is nade part of the record to preclude
even the appearance of inpropriety. The conflict of
i nterest statute prohibits special governnent

enpl oyees fromparticipating in matters that could
affect their or their enployer's financial interests.
To determine if any conflict existed, the Agency

reviewed all financial interests reported by the

Commttee participants. The Agency has determn ned
that all nmenbers may participate in the natters
before the Commttee today.

Wth respect to all other participants, we

ask that in the interest of fairness that all persons
maki ng statenents or presentations disclose any
current or previous financial involvenent with any
firmwhose products or services they may wish to
comment on. This includes direct financial

i nvest nents, consulting fees, and significant

i nstitutional support.

And now | would like to turn the neeting



13 over to Dr. Sean Tunis and then to Chairmn

14 Dr. Harold Sox who will ask the Conmttee nenbers to
15 i ntroduce thensel ves and to disclose for the record
16 any involvenment with the topics to be presented

17 t oday.

18 DR. TUNIS: Thanks, Janet. | just wanted

19 to briefly welcone all of the Executive Committee
20 menbers as well as the guests who are attending.
21 Executive Conmttee nenbers, we really appreciate
22 your willingness to cone to each of these neetings
23 and provide your input, feedback and advi ce.
24 The only thing | wanted to nention, the
25 guestion has been asked to nme agai n today whet her

00008

1 this is the last tinme the Executive Conmttee wll be
2 consi dering the recomendati ons made by a panel on a
3 specific coverage issue, and as | nentioned in the

4 past, the BIPA | aw passed | ast year, Benefits

5 | nprovenent and Protection Act, did go into effect

6 Cctober 1st, or sone pieces of it, and one part of

7 that | egislation was intended to renove the

8 ratification function fromthe Executive Commttee.
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There were sone mnor drafting problens in that

| egi sl ati on which nakes it unclear as to whether in
fact your ratification function has been renoved and
we're working on clarifying that | anguage, so for the
time being, there is one schedul ed panel neeting

com ng up before the next Executive Commttee, that's
| believe January 10th, the Di agnostic |magi ng Panel
will be neeting to talk about use of PET for

Al zhei ner' s di sease or suspected denentia, and the
Executive Conmttee will be neeting again after that
and whet her or not you do or don't ratify or consider
ratifying that recomrendation wll depend on what
happens in terns of technical corrections for the

| egislation. So | hope that is extrenely clear, you
either will or you won't.

DR. BERGTHOLD: Yeah. If we do, will it

make it better?

DR. TUNIS: So with that, 1'd |like to hand
the neeting over to Dr. Sox and we will proceed with

t he busi ness.
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DR. SOX: Thank you very nmuch. W have |
think a fairly straightforward agenda today and | ook
forward to the discussion this afternoon about a
nunber of unrelated itens about how we as the
Executive Commttee function.

| would Iike to start off by asking each

of the nenbers to introduce thenselves, and if you
have had any prior engagenment with questions that
we're going to be discussing, and that could be
either financial conflict or it could be sinply an
i ntell ectual engagenent if you ve witten an
editorial or sonmething like that on the subject, |
t hi nk we need to hear that, and conceivably but
probably not recuse you fromvoting on the basis of
that. So please be sure to I et us know not only
about your potential financial conflicts, but also
any intellectual conflict.

So, with that as introduction, Joe, could

you start by introducing yourself?

DR. JOHNSON: Joe Johnson, Paxson,

Florida, private practice chiropractic, no conflict.

DR. MCNEIL: Barbara McNeil, Harvard
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Medi cal School Health Policy and Radiology. |I'ma
menber of the Blue Cross TEC panel which reviewed the
ori gi nal assessnent on PET and breast cancer.

DR. MAVES: M ke Maves, Consuner

Heal t hcare Products Association. No conflicts.

M5. RICHNER: Randel Richner, Boston

Scientific. No conflicts.

DR. FERGUSON: John Ferguson, consultation

in healthcare. No conflicts.

MS. BERGTHOLD: Linda Bergthol d, consuner
representative. No conflicts.

DR. SOX: Just before Dr. Aubry introduces

hinself, | would like to introduce himas the newest
menber of the Executive Committee, now the vice chair
of one of the panels, and by virtue of that is a
menber of the Executive Commttee, so wel conme, Wade.
DR. AUBRY: Thank you. [|I'm Wade Aubry

fromthe University of California at San Franci sco,
and | amvice chair of the Medical Devices Panel. |

was fornmerly the chairman of the Blue Cross/Blue



21 Shi el d Associ ation's TEC nedi cal advisory panel which
22 reviewed PET in the past. Oherw se, no conflicts.
23 DR. FRANCIS: Leslie Francis. | amin the
24 | aw school and phil osophy departnent at the
25 University of Uah and I have no conflict or prior
00011
1 engagenents.
2 DR. HOLOHAN: Dr. Tom Hol ohan. | am chi ef
3 of patient care services for the Veterans Health
4 Admnistration. No conflict.
5 DR. GARBER Al an Garber, with the
6 Departnent of Veterans Affairs and Stanford
7 University. | also serve on the Blue Cross/Bl ue
8 Shi el d Associ ation's nedi cal advisory panel and have
9 reviewed PET in that context. | have also witten
10 about PET when used for mnyocardi al perfusion inaging.
11 DR. ALFORD-SM TH: Daisy Alford-Smth,
12 director of the Summit County Departnent of Human
13 Services in Chio, and | have no conflict.
14 DR. MJURRAY: Bob Murray, Advocate
15 Heal thcare in Chicago. No conflicts.

16 DR SOX: ' m Hal Sox, editor of Annals of



17 I nternal Medicine, no conflict or prior engagenents.
18 So, with that we will begin and we're
19 going to hear first fromthe imagi ng panel, and
20 Barbara, are you going to present in Frank's absence?
21 DR. MCNEIL: | am thank you.
22 DR SOX: Good.
23 DR. MCNEIL: Sox. As Hal nentioned, | am
24 standing in Frank's shoes here and he has a sunmary
25 which he prepared, but what | would like to do is do
00012
1 it alittle bit differently and actually present a
2 qgui ck nunber of slides to nake it easier as we go
3 al ong to show you the things that we addressed, as
4 well our results. | would encourage you not to try
5 to match up the language I'musing with the slides,
6 because they are slightly different, but the content
7 s the sane.
8 Wat we are going to be discussing here
9 are our deliberations on PET for the diagnosis and
10 stagi ng of breast cancer. Wen | give you the

11 results on the subsequent slides, they were all
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unani nous except for one, and I wll tell you about

t hat when we get there.

On June 19th we heard a presentation of

the Blue Cross/Blue Shield TEC assessnent by a staff
menber of the association. W had schedul ed
comrentary fromthree individuals shown here. W had
open conment from several individuals shown here, and
they were either representatives of consuner

organi zations, currently practicing, or representing
t hensel ves or their field.

And in the course of the day we had a

consi derabl e anbunt of interaction back and forth

bet ween t he panel and the comentators. It is

i nportant to note that follow ng the schedul ed

presentation, scheduled coormentary, there was

consi derabl e interaction back and forth.

So, I'"'mgoing to run through the questions

t hat we addressed, and you have the full report, | am
not going to go through all the data, that woul d take
up all day, so I'mgoing to give you the questions,

the results, and one or two pieces of data that |ed
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to our deci sion.

So the first question was, is there

adequat e evidence that PET can inprove health

out conmes when used to deci de whether to performa

bi opsy in patients with an abnormal namobgram or

pal pabl e nmass, and the issues here were very
straightforward. There were 13 studies and the

deci sions cane down to two parts. One is, the data
did not extrapolate for individuals who had a | ow
probability of having a nmalignant mass, and therefore
it was not possible to use the published data to nmake
a decision regarding the | ow probability individuals.
And then on the other side of the coin, the false
negative rate of the associated studi es was hi gh
enough that it precluded the use of this procedure
for patients with a high suspicion |esion. So, we
vot ed negative unani nously.

The next question was, could PET be

hel pful in determ ning which patients should be

bi opsi ed right away versus which patients should be
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followed up. So the question is, is there adequate
evi dence that PET can inprove health outcones by

| eading to an earlier and nore accurate diagnosis of
breast cancer conpared to a short-termfollowup in
patients with | ow suspicion |esions? And the answer
here was quite clear, there were no data. And when |
say no data, | mean no convincing scientific data;
there may have been a case report or two, but there
was not hi ng significant.

The next question had to do with a very

| nportant one and that involved whether PET inproves
heal th outcones with regard to the decision to
performaxillary node dissection, since this is a
very inportant triage point in decisions regarding
treatnent for these patients. And here the data cane
down as follows: There was a neta-anal ysis of
studi es that showed that the true positive rate
across all the studies in the field was about 80
percent, and the true negative rate was 89 percent,
with a false positive or negative of about 11

per cent .

And | ooking at the typical preval ences of



25 di sease positive nodes, prior possibility of having
00015

1 di seased nodes in these patients, it is quite clear

2 that with those sensitivities and specificities,

3 there would be a high risk of undertreating patients
4 with positive nodes using PET as a triage nodality,

5 so again, this was voted down unani nously.

6 Next we noved to this question, is there

7 adequat e evi dence that PET inproves health outcones

8 as either an adjunct to or replacenent for standard

9 staging tests in |looking for |ocoregional recurrence
10 or distant netastases. And when we | ooked at that

11 guestion, we really thought that the question as

12 witten |unped two concepts that we had a hard tine
13 dealing with. And in the course of the deliberations
14 within the panel and the discussion of those who

15 comrented on the anal ysis and sone guest anal ysis, we
16 decided to split the question into two parts.

17 So we first considered whether PET could

18 be used in following up patients after they had been

19 di agnosed and after they had been treated for breast
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cancer, and use PET as a repl acenent for standard

Il magi ng nodal ities | ooking for disease recurrence,
and we agai n concluded that there were no data, so
that resulted in a negative vote.

Anot her question canme up, well, what about

as an adjunct, suppose there is a patient with breast

cancer and the physician is |ooking for recurrent

di sease after treatnent, and is quite sure or is
reasonably certain that there is recurrent disease,
what about PET as an adjunct to existing nodalities
when that decision needs to be nade. This one
generated quite a |l ot of discussion, | would say at
| east an hour, and the results of the deliberation
shown there is we voted affirmatively with one
abstenti on.

And the reason for the vote is shown here.

We had two published studies in which the data were
adequate to show that PET could be used as an adj unct
to existing nodalities. That's basically the all

el se fails approach. The conmttee felt as a result

of the discussion that PET m ght be helpful in this
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10

particular clinical situation and therefore, had this
split vote. It was a very close call, throughout the
di scussion, and clearly the vote could have gone
either way to be honest, as indicated by the one
abstention, which could have been a negative vote, so
| want you to understand that it was a cl ose call.
And then the final question was what about

using PET to evaluate tunor response to different

ki nds of chenot herapeutic agents so that the

referring clinician would know whet her to conti nue

the patient on that particular nodality of therapy or
to stop it and to switch to sonething el se.

Qoviously in that kind of situation, the
characteristics of the synergy nodality have to be
guite good because patients are either going to stop
or get sw tched.

And we all agreed that it was probably, of

all of the things that we tal ked about, the nost

prom sing and i nportant aspect of the use of PET from

a clinical perspective, but the data were really
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m ssing and they were mssing fromthree
perspectives. First, the studies are inadequate.
Secondly, old, and old in the sense, not that they
were published in the 1930s, if just that they could
have been published recently but with

chenot herapeutic agents that are irrel evant because
they are no |longer used, so in that regard it was not
possible to consider them And the third reason we
gave for our decision was the fact that the

| ongi tudinal followup of the patients wasn't

conpl ete, so that patients dropped in and out and
therefore, it was never clear what the denom nator
was for establishing specificity. Qur bottomline
was because of those three indications and because of

the prelimnary data fromthese i nadequate, old and

poor studies, even with those caveats, that there
woul d be a fair anount of risk of undertreating
patients or withdrawi ng them fromtherapy when that
shoul d have been conti nued.

So our request is that you ratify these

recomrendati ons made by the Diagnostic | mging Panel.



7 That's it, | will be happy to take any

8 guesti ons.

9 DR. SOX: W will proceed now to schedul ed

10 public comment and will give anybody in the rooma

11 chance to stand up and comment, and then the panel

12 has a good long period of tinme to discuss these

13 recomrendati ons before taking a vote. | believe we

14 have one schedul ed speaker, and if you could identify

15 yourself and | et us know who you work for.

16 DR. CONTE: M/ nane is Peter Conte,

17 associ ate professor of radiology --

18 DR. SOX: And if you have any conflicts or

19 prior engagenents to report, | hope you will do that.

20 DR. CONTE: Peter Conte, associate

21 prof essor of radiology at University of Southern

22 California. | have been federally sponsored as well

23 as sponsored by the public and private sector firns

24  for conducting research in the area of PET technol ogy

25 as well as clinical applications, so those are ny
00019

1 broad conflicts.
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Good norning, M. Chairman, nenbers of the

Executive Conmttee, and | adies and gentlenen of the
community. On June 19th | appeared on behalf of the
Soci ety of Nuclear Medicine and the Anerican Col |l ege
of Radi ol ogy, representing a conbi ned nenbership of
over 42,000 professionals dedicated to providing high
qual ity diagnostic and therapeutics services, and
made a presentation to the Diagnostic | nmagi ng Panel
on the utilization of PET in breast cancer, and that
I s avail abl e as an attachnent.

The presentation focused on new studies

that were to be presented the followi ng week at SNM s
annual neeting in Toronto, Canada. At that tine SNM
and ACR urged the panel to approve the use of PET at
the discretion of the referring physician in the

di agnosi s of known or suspected recurrent or
netastati c di sease for purpose of restaging patients
wi th breast cancer. After due deliberation, the

Di agnostic I magi ng Panel voted affirmatively in
response to the follow ng question: |s there
adequat e evi dence that PET inproves heal th outcones

as an adjunct to standard staging tests in detecting



24 | ocoregional recurrence or distant netastases in
25 recurrence when results fromother tests are
00020
1 i nconclusive. That's available in the mnutes of the
2 June 19th neeting and as you just heard.
3 Today as we enter the next phase of
4 di scussions, the positions of the ACR and the Society
5 of Nucl ear Medicine renmai n unchanged on this issue.
6 W trust that this commttee will agree with our
7 pr of essi onal constituency as well as the decision
8 reached by your Diagnostic | maging Panel and
9 recomrend Medi care coverage of this PET indication.
10 Now speaki ng as a nenber of the PET
11 community at large, | would |ike to nmake reference to
12 a recently published article that appeared in the
13 Sept enber 2001 issue of the Journal of Nuclear
14 Medi ci ne, which | believe denonstrates our ongoing
15 commtnment to provide tinely and rel evant clini cal
16 data supporting the role of PET in the breast cancer
17 popul ation. A recurring question -- and by the way,

18 this should not nean, we are not requesting an
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ext ensi on of what we have done, we're just requesting
that you listen to what our commtnent is at this
poi nt .

A recurrent question during panel

di scussion on June 19th was whether the result of the
PET scans change patient managenent. 1In this recent

article, it was reported that a PET scan changed

clinical managenent of 60 percent of wonen with
recurrent breast cancer. It also changed the cancer
stagi ng of 36 percent of those scanned, and that's

al so available as an attachnment in your packets.

The study aut hor, Johannes Churn from

UCLA, found that results from50 patients with breast
cancer were reported by 32 different physicians in
this survey. dinical managenent changes, i ncl uding
novi ng fromone type of treatnent to another, for
exanple fromsurgery to radiation therapy, or nedical
treatnent to no treatnent, other changes were within
the existing treatnent, changing from one kind of
chenot herapy to another. The inpact of the PET scan

results was al so significant on di sease staging.



15

16

17

18

19

20

21

22

23

24

25

00022

More than a quarter, 28 percent were upstaged and 8
percent were downstaged. Before the scan, 36 percent
of patients were reported as having Stage |V cancer;
after the scan, nore than 52 percent were at this

| evel as a result of finding previously undetected
met ast asi s.

These results reinforce the inportance of

PET in making treatnent decisions for wonen with
recurrent breast cancer. Better treatnent decisions
shoul d nean | onger and better quality of life for

t hose suffering fromthis disease. It seens

particularly appropriate that during Cctober 2001,
Nat i onal Breast Cancer Awareness Month, the Executive
Commttee of the Medicare Coverage Advisory Conmittee
Is presented with the opportunity to recommend
coverage for FDG positron em ssion tonography for
breast cancer. | again urge you support the specific
deci sion made by the Diagnostic | magi ng Panel this
past June. | thank you for your attention and your

t hought f ul consi derati on.



10 DR. SOX: Thank you very nmuch. Are there

11 any questions that the panel nenbers would like to
12 address to the speaker?

13 Bar bara, maybe | could ask you if you

14 could try to put what you reported, particularly this
15 nore recent study that | gather you didn't have a
16 chance to review, into context for us.

17 DR. MCNEIL: Well, it does nake ne feel a

18 little bit Iike a slouch, because | didn't read ny
19 Septenber JNMyet, so | haven't actually read this
20 article, so |l really can't comrent w thout reading
21 the article, Hal, | don't think that would be right.
22 | think it's not inconsistent with the

23 recomrendati on that we made as an adjunct to, but |
24  would not feel on the basis of what is witten here
25 that it should influence our decisions on the other
00023

1 recomrendations at this point.

2 DR. SOX: It sounds like if anything, it's

3 going to push us nore toward an affirmati ve vote on

4 the recurrent issue, but it's also true that we

5 haven't had a chance to review the article and deci de
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whet her the evidence in it justifies the conclusion

t he aut hors do.

DR. MCNEIL: Actually, | think that's an

| nportant point and I neant to make it during ny
remarks. During our deliberations in June, there
wer e several other indications, or there was at | east
one other indication that was brought before the
committee that was a possi ble question that we shoul d
have been addressing, and it involved the potenti al
use of PET scanning for patients with dense breasts

i n whom t he di agnosis of cancer is sonetines very
difficult to make, and there was information
presented by several people in the audience, nostly
Dr. Ganbhir from UCLA, who indicated that he thought
that just intuitively, this would be the right thing
to do, or a reasonable thing to do.

And the commttee spent a long long tine

t al ki ng about whet her we shoul d nmake deci sions on the
basis of what hypothetically or theoretically m ght

seem |l i ke a reasonable thing to do in the absence of
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any underlying data to support that decision, so we
made the decision that we should not do that. And I
think if this supports the decision that we nade, and
| don't see any reason that it takes away fromit,
then | think we should go with our recomendati ons.
DR. SOX: One thing that the panel m ght

want to discuss nore procedural than anything else is
its response to a report which starts noving us in
the direction of better evidence but really stands in
| sol ati on, and what the proper response is under

t hose circunstances. But | suggest we put that

di scussion off until we get into the panel discussion
part of this presentation. So, any other coments?
John.

DR, FERGUSON. Just that the question was

posed is inproving outcones, and as | understand

Dr. Conte, the article says changi ng managenent. And
| would just coment that changi ng nanagenent is not
the sanme thing as inproved outcones.

DR. SOX: Very good rem nder.

DR. FRANCIS: | just have a question. |

want to be sure | understand the logic. |If PET is



23 used as an extra way to di agnose sonebody with dense
24 breasts when sone other diagnosis isn't doing it,
25 that's sort of logically |ike the way you separ at ed
00025

1 t he questions on recurrence, right? And | wanted to
2 ask you whet her anybody had rai sed the question of

3 separating the question on initial diagnosis just as
4 you did on diagnosis of recurrences.

5 DR. SOX: While Barbara is thinking about

6 her answer to that, | just rem nd the panel nenbers,
7 pl ease use the m crophone so that everybody in the

8 room can hear you easily.

9 DR. MCNEIL: The answer, Leslie, to that
10 IS no, because the original question dealt with a
11 pati ent who had sonething on a manmobgram so the idea
12 of PET would be to separate out the fal se positives
13 fromthe true positives on the basis of the
14 mammogram  The issue of PET as a screening nodality
15 basically cane fromthe blue w thout any relationship
16 to any of these questions, and | don't think it can

17 be properly insinuated as part of these questions.
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DR. SOX: Ckay. Alan, do you want to

raise an issue related to the schedul ed public
presentation or is this nore for the general

di scussi on period?

DR. GARBER |'mjust hoping we can get

Barbara's slides back up for the general discussion.
DR. SOX: Yeah, we can. Let's try to stay

on responses to the schedul ed public presentation.

M5. BERGTHOLD: | wanted to ask Dr. Conte

whet her the phrase at the discretion of the referring
physi ci an has any particular nmeaning. | don't see it
anywhere el se and it does appear in his testinony,
and whet her he was suggesting that, what does that
mean basically? Tell us a little nore about that.

DR. CONTE: Well, that's actually not --

that's what we requested earlier, but that's not the
final |anguage as you saw it that was shown on the
slide. The final |anguage does not i nclude that
phrase, so that's not what you're considering. But
our intention at that tinme was that we woul d have the

ability for the referring physician to interact with



14 t he radi ol ogi st and nucl ear nedi ci ne physician to
15 make an individual treatnent decision on a particular
16 patient, so that there would be a need to do an
17 addi tional test because there was sone issue in that
18 particul ar patient.
19 DR. SOX: Well, if there are no nore
20 coments, then we will go on to the second part,
21 whi ch i s unschedul ed open public comments. And do
22 you wi sh to, and again, please identify yourself and
23 state any rel ationshi ps you m ght have that we ought
24 to know about in order to interpret your comments
25 correctly.
00027
1 DR. ADLER. My nane is Lee Adler. |'m at
2 Fox Chase Cancer Center and an officer on the Board
3 of the Acadeny of Mol ecular | maging, which was
4 formerly known as the Institute for Cinical PET,
5 whichis the original petitioner to the former HCFA
6 for this indication, and | amrepresenting the AM in
7 maki ng the statenent that the AM supports the

8 positive recomendati on of the advisory panel |ast
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June to support the use of PET as an adjunct to
conventional imging in the eval uation of possible
breast cancer recurrence.

| believe brevity is a virtue, so that's

ny statenent.

DR. SOX: Thank you. Pl ease.

DR WAHL: |I'm Richard Wahl, |'mdirector

of nucl ear nedicine at Johns Hopkins, and I'min the
nei ghborhood. [|'m also a nenber of the Acadeny of
Mol ecul ar |1 magi ng and past president of that

organi zation, currently a nenber of the ACRS&M
consultant to a nunber of, well, at |east honorarium
from Si enens, who makes PET scanners, and GE who
makes PET scanners, as well as PET-Net, who nakes
phar maceuticals. The PET facility at Hopkins is part
of nuclear nedicine. | have witten a book on PET

and received royalties fromthat, and | think those

are ny nmajor conflicts.
| wanted to just offer ny personal support
and also reiterate that of the AM on the

recomrendati on of the Diagnostic I mging Panel from
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June 19th. | had an opportunity to participate with
that. | believe that the vote on the approved area
was that it would be hel pful, not that it m ght be
hel pful, and | think Barbara said m ght be hel pful,
and perhaps | msrecollected, but clearly that was a
positive.

And | just wanted to nention that | had

recently authored an article which just cane out,
actually canme out in July, in Semnars in

Roent genol ogy, it's called Current Status of PET in
Breast Cancer |naging, Staging and Therapy, and it's
ny review of the PET literature and it basically
conmes to a very simlar conclusion as did the panel,
and | have this available if anybody on the commttee
would like it, so | would encourage you to support

t he recommendati on. Thank you.

DR. SOX: Good to hear from both of you,

t hank you very nmuch. Wuld anybody el se who's here
like to comrent before we go into conmttee

di scussi on node? Any |ast chances to raise issues

that you would like us to discuss?
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In that case, we will now go into

comm ttee discussion node, and | think we will in the
interest of trying to be very open in this neeting,

i f people in the audience would like to put in their
two dollars worth of comments as we get going, we
will be happy to welcone that, try to stay as

i nformal as we can without totally degenerating into
an unstructured di scussion.

So, Alan, could we first ask that

Dr. McNeil's Power Point presentation --

DR. GARBER  Actually, from ny question,

Dai sy pointed out we have a copy of the slides in our
folders, so it's not essential, but I don't know the
slide nunber, but it's the one that has the rephrased
guestion on adjunct use. It says, is there adequate
evi dence that PET inproves health outcones as an

adj unct, et cetera, affirmative. And then your next
slide has adjunct data, two published studies,

| nadequat e data. Discussions suggest that when all

el se fails, this mght be hel pful.

Now, I'ma little -- I'mnot questioning
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the conclusion, but I am | guess | am questioning
whet her you can answer that yes, there is adequate
evi dence when you also claimthat there is inadequate

data. How did the commttee reconcile these, getting

to that conclusion, to that question when you al so
seem to have concl uded there was i nadequate data?
DR. MCNEIL: Alan, we had a terrible tine.

| nmean realistically, it was one of the nost
difficult discussions | have ever been part of in
trying to reach a conclusion that seened to be
reasonable. And in my mnd there is no question that
the data as presented to us and as witten in the
evi dence report do not support this, they just are
not there.

DR. SOX: Sone of us were hoping the

slides were going to rem nd us exactly what we're
t al ki ng about .

DR. MCNEIL: Janet, could you put up, try

nunber ei ght or nine.

So these two studies basically don't do it
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realistically they don't do it, and in the course of
t he di scussion, Dr. Wahl in particul ar brought up
data that he had discussed in the article that he has
passed around, and there were several clinicians
there as well, and | actually can't renenber who they
are now, who suggested that this was a when all el se
fails approach, and that there were likely situations
i n which patients would be worked up with everything

el se that was available in which the suspicion of

recurrent di sease was high and therefore, PET m ght
be useful in those circunstances, mght or would, |I'm
not sure of which, but that it m ght be useful.

But it was one of our nost difficult

guestions and it was one of the ones that was | east
crisply defined in terns of the data, so | don't

know, Alan. |If we were to be naking the decisions on
t he basis of the published data alone, it would be
no, there is no question it would be no. | think we
gave a little slack to the situation and maybe we
shoul dn't have, | don't know.

DR SOX: Let ne focus on that if | can
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for a second. You said in patients where suspicion
is fairly high, so if you didn't have a test, then
you woul d do sone direct approach |Iike biopsy or --
DR. MCNEIL: |If you knew where to biopsy,

| think that was the idea. For recurrent disease you
don't necessarily have any idea where to biopsy.

DR. SOX: But in patients where suspicion

I's high, high pretest probability, that's where

di agnostic tests face the greatest chall enge, because
t hey have to have an extrenely | ow fal se negative
rate in order to, in order for a negative result to

| oner the probability of disease enough so that you

coul d be confident you could sort of watch and wait,

and you know, often a test with a sensitivity of 95
percent or better won't do it with a high pretest
probability. |Is there any reason to expect that the
sensitivity of the test under these circunstances
coul d be that high?

DR. MCNEIL: | don't know.

DR. SOX: Wuld you care to nake a
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comment, Dr. Conte?

DR. CONTE: Actually I would. | would

|ike to make reference to an article by Peter

Hat haway actually that discussed the issue of MR

i maging of the axilla versus PET in patients with
suspected recurrent disease, and | think it directly
addresses this type of issue. And it was a small
study, albeit 10 patients, but 50 percent of those
patients had an equi vocal MRl exam nation, but 100
percent of the |esions were detected on PET. So it's
a good exanpl e of show ng you where an inconcl usive
test such as an MRl to detect patients with suspected
| ocorecurrence had failed and the use of an adjunct

| magi ng test such as PET could cone in, localize the
| esion and then proceed on with the rest of the

al l egory, for exanple biopsy or surgical resection.
So | think there is sone data to support

exactly the type of scenario that's being descri bed.

DR. SOX: So in these patients where the
MRl was equivocal and PET identified a | esion, do

t hese patients in fact have a cancer?
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DR. CONTE: Yes, these were all surgical

or biopsy proven. This is a small study, and you may
have reviewed this in your original --

DR. MCNEIL: Yeah, actually, thank you,

Peter. | had forgotten that that was one of the key
exanpl es that the audi ence brought to our attention.
It was brought to us by Bahs Al avi from Penn, who

tal ked about this clinical situation where there

m ght be recurrence in the axilla and MR or CT,
probably nore likely MR were negative, and PET had
turned out to be positive. | actually believe that
has been the experience of the Farber in Boston. But
again, this information is not well docunented.

DR. SOX: It's again, a very snall study,

therefore, very w de confidence intervals on the
estimate of sensitivity and a fairly high probability
that the sensitivity could be considerably | ower.

DR. MCNEIL: | think what Bahs was tal king

about was fewer than 15 patients, sonething |ike

t hat .

DR SOX: So if there were a hundred
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patients and the sensitivity was still 100 percent,

you woul d have nmuch narrower confidence intervals and
be much nore confident that a negative test neant

t hat nothing was there. Yes, please.

DR. WAHL: Richard Wahl again, from Johns

Hopkins. Being at the June neeting, | renenber one
of the things we did discuss was the difficult
situation of the patient who had had breast cancer
and had had radiation therapy to the superclavicul ar
and axillary region, and those are very difficult to
exam ne on clinical exam nation and MR exans are very
difficult because there's often gadoli nium
enhancenent due to the radiation effects. 1In telling
-- those patients often have pain and can have
weakness in the arm and it's very hard to tell if

t hey have recurrent breast cancer or if they have
just radiation damage to the nerves.

And PET, there were three articles

referenced in that review | gave you, references 55,
56 and 57, all relatively small articles, but all

show ng the sane thing, one of them being our
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experience, that PET is nmuch nore reliable than
contrast MR in determning if this tunor has recurred
or not in that setting. Oherw se, you're stuck in a
situation where the surgeon has to do blind biopsies

of areas of MR enhancenent which are often not

clearly due to tunor. So the MR is probably 50
percent accurate in that setting.

These are small series, | agree, the

confidence intervals are wide, but a | ot of groups
have seen this and | think several groups nade the
same conment at the neeting, and these settings in
the soft tissues, especially after treatnent, it can
be exceedingly difficult to tell what's going on by
standard di agnostic nethods. Standard di agnhostic

nmet hods work best when the anatony is not altered. |
mean, they |l ook for symmetry and they | ook for nornal
ti ssue planes, but as soon as you have altered tissue
pl anes, altered anatony and altered contrast
enhancenent due to radiation, then you have all kinds

of problens wth standard imagi ng net hods, and I
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think that's where PET really excels in those
difficult cases, at |east in our experience.

DR. SOX: Thank you. Daisy, were you --

DR. ALFORD-SM TH. Yes, | did have a

guestion. | amhaving sone difficulty foll ow ng and
under st andi ng the panel's recommendati ons,
particularly if you use the slide that is currently
t here where you are recomendi ng, or at |east you
voted in the affirmative with the understandi ng that

there was a connection in inproving health outcones

as an adjunct, when in fact it could not be used or
seen as an adjunct just in determ ning whether to
perform a biopsy.

DR. MCNEIL: |'mnot exactly sure what

your question is. Could you just rephrase it?

DR. ALFORD-SM TH. It appears to ne that

by voting in the affirmative on this particular one
negates the negative that you voted on the previous
ones, because it appears that it could be used at any
time as an adj unct.

DR. MCNEIL: Wll, the previous one was,
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just to be clear, if | can be clear about what we
were tal king about was if a patient is suspected of
havi ng recurrent di sease now with breast cancer, that
I ndi vi dual can get a bone scan if the painis in the
bone, or perhaps an MR if they think it's |ikely, or
CT recurrent in the soft tissues, they would get one
of those tests, dependi ng upon where the physician
feels the disease has likely recurred. So this would
be using PET as a replacenent for.

And when we | ooked at the data that |ined

up patients who had CT, MR, bone scans and PET, or
sonme conbi nation of those in |ooking for recurrent

di sease, we couldn't really tease out fromthe data

t hat PET had nade a contribution that was positive in

| ooki ng for recurrent di sease over and above t hat

whi ch was seen by the inmaging nodalities alone, or in
particular pairs. So that in our view was a

cl ear-cut negative, a clear-cut negative vote, the
data just weren't there.

This one, if anything, if we were to being



7 doi ng anything, we would say that the negative there
8 made this a negative, rather than the positive here
9 made that a positive. So, | don't knowif that's
10 what you're saying.
11 DR. ALFORD-SM TH. That's exactly what |I'm
12 sayi ng.
13 DR. MCNEIL: Ckay. So you're basically
14 going pack to Alan's point that the negative vote on
15 the replacenent is absolutely clear, it's negative,
16 there are no data to suggest that it can replace the
17 ot her nodalities. This one was, you've done them
18 you have this scarred neck or scarred axilla,
19 patient's got armpain, that was the exanple that was
20 actually presented, and you just don't know why the
21 patient has armpain. And the MR as | recall in the
22 case that was presented was kind of a ness because of
23 t he previous radiation therapy and they just couldn't
24 see anything. So in that particular situation,
25 not hi ng was working, and that's what we neant by
00038
1 adjunct to in a unique situation.

2 DR SOX: | think -- I'"mnot sure who was
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next, but why don't you go ahead, Leslie?

DR. FRANCIS: | just wanted to ask, in the

argunent there for why it changes patient managenent
Is not just a false negative versus fal se positive
guestion but if PET shows you where to go, PET
contributes additional information when you have a
fal se negative on the one test.

DR. MCNEIL: Right. Now here you're

getting way beyond ny know edge of the managenent of
patients with recurrent breast cancer, way beyond,
but | think the idea was if you actually found out,
if it lit up in the axilla or the neck, you would
know exactly where to go to biopsy, you d do the

bi opsy and you'd find out it wasn't fibrosis, which
was one possibility, but it was actually recurrent
cancer. Sonmehow or other that triggers a treatnent
decision, and it's clearly not nore radiation

t herapy, they have probably maxed out there, but it
woul d be sone kind of chenotherapy that they woul d
try, I don't know the decision tree for the treatnent

t her e.



24 DR. SOX: Alan? Oh, before we go on, |
25 would like a late arrival, Dr. Brook, and Bob, could
00039
1 you i ntroduce yourself, state your affiliation and
2 state any conflicts or prior engagenents you m ght
3 have had on the issues that we're going to be talking
4 about carnitine deficiency in end-stage renal disease
5 and PET for breast cancer.
6 DR. BROOK: Robert Brook from Rand at
7 UCLA. The only conflict that I know about is that ny
8 not her, who was on Medicare, was referred to a PET
9 scan for breast cancer, so that's the only conflict |
10 have and |I don't think that disqualifies ne.
11 DR. SOX: Thank you. Sean, please?
12 DR, TUNIS: | just wanted to al so nention
13 for the conmttee that | just noticed walk in the
14 room we do have a card carrying oncol ogist, Ellen
15 Fei gal has joined us, she's sonewhere in the
16 audi ence, she's going to be speaking later. So if
17 you have sone questions about managenent of breast
18 cancer and want to ask a real oncol ogist, she's

19 probably not the only one in the room but at |east
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she is here and | am announci ng to her, now avail abl e
for consultation.

(Laughter.)

DR. SOX: The doctor is in. Alan.

DR. GARBER Well, Barbara, if | m ght

take a little liberty with the | anguage here, it

seens to nme that your panel would have felt
confortable, and correct ne if |I'mwong, answering a
guestion, does it appear |ikely that PET inproves
heal th outcones as an adjunct? Wat you said in the
next slide about the inadequate data, notw thstandi ng
t he ot her data we've heard about now, the panel had
concl uded, they wouldn't have had to struggle with
this if they thought the data were adequate. Is that
a fair statenent?

DR. MCNEIL: Absolutely.

DR. GARBER So, it seens to ne the panel

concl uded the data were inadequate, notw thstandi ng

t he ot her studies we've heard about, and we could go

i nto what these studies nean, and ny interpretation
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of what we heard is that there is a solid rationale
to support the use of PET, but its inplications for
heal t h out cones may not have been fully worked out by
the available literature.

DR. MCNEIL: That's correct.

DR. GARBER And so therefore, the

guestion that the panel addressed, it seens to ne by
our nornmal standards of adequate evidence, the
panel's logic would lead to a negative on this, yet
an affirmative on a closely related question of, do

we think this is likely to be helpful. Wuld that be

a fair statenent of the point of view of the panel?
DR. MCNEIL: So we would change that to

say, is it likely that PET inproves health outcone.
DR. GARBER O does it appear prom sing,

or | anguage of that sort, because usually when we
tal k about adequate evidence we nean that the
scientific basis is pretty clear, or clear enough
that we feel confortable concluding that it's
establ i shed, and additional studies m ght be needed

to refine sone details, but basically the information
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isin, and it doesn't seemthat was the concl usion
your panel reached.

DR. MCNEIL: No, actually that's areally

terrific conment. | think if we did change it, it
woul d reconcile the two slides and it woul d nmake
Dai sy feel better as well, it's clear the data aren't
adequate, there's just no question about it, but
there is a possibility that -- so, I['"'mthe only one
fromthe conmttee here, but I think that was clearly
in the spirit of the decision or the recommendati on
by the commttee.

DR. SOX: Another way to look at that is

the panel is going to the point estimates for
sensitivity and kind of willing to ignore the broad

confidence intervals because statistically, you know,

it's nost likely that the point estimates will be the
correct estimates when you get a bigger sanple.

DR. GARBER Well, Hal, actually I don't

think that the sanple size is the fundanental issue

here. The sanple size is one weakness of any study
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1

that has ten subjects, but for all we know there may
be many others, and | didn't review the many ot her
weaknesses, biases, ascertai nnent bias, issues in how
t he patient popul ations were selected, and so |I' m not
saying these studies are guilty of that but a full
revi ew woul d have to account for that, and the panel
which did review the data, Barbara is telling us,

just did not feel they were adequate, and it could be
for any nunber of reasons, not only sanple size.

DR. SOX: | agree, point well taken.

Dr. Conte, if you'd like to comment, please step

f or war d.

DR. CONTE: Peter Conte again, University

of Southern California. | just want to al so
reiterate that | think the panel in our opinion from
the public side was heavily swayed by clinical
practice issues in addition to the literature,
because there was a | ot of discussion about the use
of PET in specific situations and how it could change

managenent .

| also want to point out the fact that,
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out cones versus altered managenent by one of the
panelists, | don't renenber who nmade the comrent, but
| think that's obviously an inportant consideration.
I f you're not specifically dealing with | ong-term
heal th outcones that are heavily dependent on

t herapeuti c decisions, but are we using PET to nake
speci fi ¢ managenent changes so that patients may
enter certain algorithns as opposed to others on the
basis of those findings, so again, it's inportant to
consider that in this question, if you wll, the way
it's phrased.

DR. SOX: Thank you. Deb, please

i nt roduce yourself.

DR. ZARIN. Dr. Deborah Zarin, the

di rector of the technol ogy assessnent program at
AHRQ, and the breast cancer report was conm ssi oned
by us for CM5. As | recall the discussion at the
panel, the thing that was different about this was
that there were clinical situations where the

alternatives were really inadequate. In other words,



23

24

25

00044

10

11

12

13

14

15

16

17

18

there were patients with a high prior probability or
sonme noderate prior probability of having a recurrent

| esi on, or |ocorecurrence, and there was no ot her way

to find out where it was, and sonetines PET worked,
PET did identify a place where you could then go

bi opsy.

As opposed to one of the earlier questions

sonmebody asked about, which is why wasn't it good
enough instead of a biopsy in other situations?
Those were cases where you knew what to bi opsy and
the biopsy didn't cause a lot of norbidity, so it was
nore accurate and therefore better to do biopsy.

What we've heard today is clinical situations where
it's not clear where to biopsy but there is a
suspicion that there's sonething there, and for at

| east sone patients, PET was able to sort of direct
nore invasive work-up. So | think that was sone of
t he di scussion. Barbara, is that your recollection?
DR. MCNEIL: | think that's correct.

DR. ZARIN. So it wasn't that they were

willing to take the point estimate of sensitivity and



19 specificity, it was sort of however good it was, it
20 was better than anything el se that people could cone
21 up with in that clinical situation.

22 DR. SOX: Thanks. That's very hel pful.

23 Barbara, let's not |leave Alan's point, and |I'm

24  wonderi ng whether we mght want to discuss alternate
25 | anguage on this, focusing on this issue of adequate
00045

1 evi dence.

2 DR. MCNEIL: Well, Alan had sone good

3 | anguage. What was it, Al an?

4 DR. GARBER Well, let nme tell you a way

5 it could be rephrased that | would have no trouble
6 dealing with, and I want to enphasize, I'monly

7 | ooking at the panel's internal logic. |'mnot

8 trying to nmake any clains that | know the evi dence

9 wel | or anything, but | think it's quite obvious that
10 t he panel seens to have contradicted itself by voting
11 in the affirmative on this particular question and

12 t hen al so concl udi ng the evidence is inadequate.

13 So nmy, | would say the panel seened to
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have affirmed the question, is it likely that PET
| nproves heal th outcones as an adjunct, et cetera,
et cetera.

DR. SOX: Say that one nore tine, not

quite so quickly.

DR GARBER Is it likely that PET

| nproves heal th outcones when used as an adjunct to
standard stagi ng tests?

| think Dr. Wahl has sonet hi ng.

DR. SOX:. Dr. Wahl?

DR. WAHL: Again, Richard Wahl. | just

want ed, before you change the text of what the

commttee voted on, | just wondered if | was clear.
They did vote on the data that was presented and
avai l able to them which was nore than the published
dat abase, that this was the conclusion of the
committee. So | wanted to just have clarification.
Dr. McNeil said there was inadequate data on, was it
your next slide?

DR. MCNEIL: The previous one.

DR. WAHL: kay. But was that concl usion
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that there was i nadequate data based on your
assessnment as head of the Blue Cross technical
assessnent, or was that the commttee's vote that

t here was i nadequate assessnent?

DR. MCNEIL: Rich, | thought there were

two things. | thought that our judgnment about

| nadequat e data as a replacenent cane fromthe report
t hat we were given by CMVB.

DR. WAHL: | just didn't think that the

committee ever voted that there was i nadequate data
on this particular point, that was the clarification
| was trying to get.

DR MCNEIL: | see.

DR. WAHL: Because | think that they're

bei ng put up there as equal, but | think the full

committee voted on the statenent but the inadequate

data, and m ght be hel pful, I thought was your
assessnment fromyour read. So naybe | m sunderstood,
but | thought it was worth clarification. Maybe you

need to | ook at both slides.
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DR. MCNEIL: Janet, could you put them

back up?

DR. GARBER Well, the other one sinply

says two published studies, inadequate data. It
doesn't say anything about unpublished studies.

DR. WAHL: But | amsinply saying that the

body of evidence they exam ned was nore than that at
the commtt ee.

DR. MCNEIL: Here was the problem W

exam ned critically the data that were presented to
us and that had been comm ssioned by AHRQ and

| npl emented by the Blue Cross TEC panel. W anal yzed
those data with a fine-toothed conb. W were then
presented with several little sumaries, 15 patients
here, 10 patients there, that were largely within the
rubric of we're just at wit's end. Radiation therapy
has destroyed the anatomy, we really can't figure out
what's going on, and there were several of those
scenari os. W actually never | ooked at the data for
t hose scenarios, there were no published data that

anybody presented. And R ch, | have to confess, |
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haven't read your article fromJuly, so it may very
well be in there.

W didn't ook at any primary data and

di ssect the integrity of the clinical study in terns
of prospective and consecutive and no verification

bi as and blinding and bl ah, blah, blah. W didn't do
any of that, because all we had was sonebody get up
and say you know, 10 patients.

DR. BROOK: \What is the health outcone

that they reported to say they have influenced?

DR. MCNEIL: Treatnent deci sions.

DR. BROOK: So that's not an outcone. |

mean in the true sense of the words, that's a
process, and in terns of what they would do next to
the patient. But in ternms of a health status outcone
or even a patient satisfaction outcone, did they
present any data that was an outcone?

DR. MCNEIL: It depends, Bob, on what you

mean by an outconme for a diagnostic test. |If you
take as an outcone of a diagnostic test that it |eads

you to the proper site to biopsy and therefore the
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patient has only one biopsy instead of two biopsies,
some people mght view that as an outconme. Now they
didn't present the data for that, |I'm not suggesting

they did, but that m ght be considered an outcone.

DR. BROOK: | have no problemw th the

| nappropriate biopsy or renoval of tissue or
sonet hi ng bei ng an outcone, but you didn't say that
they did that, because they --

DR. MCNEIL: \What they said was, and

they're not here, Bahs is not here, Rich is here, was
to say that by seeing a lesion after one test which
was i ndeterm nate on MRl because of fibrosis or
what ever, they then were able to guide the surgeons
to biopsy that spot.

DR. BROOK: |'mnot arguing that, I

believe that's all true, | don't think there is any
guestion about that.

DR. MCNEI L: Ckay.

DR. BROOK: | think the questionis, is

that good or bad in terns of an outcone for the

patient? Because you have such a high probability



18 that there is nothing there in the first place when
19 they go through all these things, then the question
20 of the treatnment of what you do with this popul ation
21 is -- | mean, | have no problemthat you say if
22 you' re |l ooking for a place to biopsy in a place that
23 has -- | nean, there's lots of reasons, there's old
24 scarring in the upper | obe.
25 DR. MCNEIL: So really what you're asking
00050

1 is would they not treat the patient in whomthey have
2 a high suspicion of recurrent disease absent a

3 pat hol ogi ¢ marker or a histologically positive

4 speci nen, or would they treat the patient anyhow with
5 some new chenot herapeutic agent because the prior

6 probability of recurrent disease is so high? That's
7 really the pivotal decision and | don't know, and we
8 have to ask our resident oncol ogi st, and nmaybe Ri ch

9 knows.

10 DR. WAHL: Having been there, | can

11 comment about sonme of the scenarios that were

12 di scussed, and | know Dr. Al avi di scussed one of
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them But in the situation of brachial plexus

di sease recurrence, trying to tell it fromradiation
damage, radi ati on damage versus recurrent tunor,
obviously the treatnent for radiati on danage i s not
chenot herapy. Sonme chenot herapi es |i ke Taxol which
are common second |line, or common therapy in breast
cancer for sal vage, causes nerve damage, SO Qi Ving

t hat ki nd of chenotherapy in sonebody who al ready has
radi ati on i nduced nerve damage woul d not be good.
Simlarly, not giving chenotherapy to sonebody wth
cancer woul d be bad as well, and in sone of these

| ocations the biopsy is so difficult because the

bi opsy is destructive and you have the nerves that go

to the arnms, so you can end up with |oss of sensory
-- you know, in sone locations it is just exceedingly
difficult to biopsy.

And before you cane in, we were discussing

the fact that the MRs in these patients are often

mar kedl y abnormal with very |arge areas of contrast
enhancenent that are not specific, so in that

particul ar situation, the decision would change a



9 t herapy and the therapy could have adverse effects.
10 That was just one thing discussed.

11 DR. BROOK: | understand that. Al |I'm

12 asking is, is this, when you | ooked at the evidence
13 on the panel, when they actually presented even the
14 studi es that are not published to you, did they in

15 any way purport to show that they affected that

16 outconme positively? | nean, this all makes a | ot of
17 |l ogic, just like the old studies fromltaly nade a
18 | ot of logic for doing intensive screening in

19 follow ng up wonen with breast cancer, just |ike
20 adj uvant bone marrow nmade a |lot of logic. There are
21 | ots of things that nmake a |l ot of logic in nedicine
22 but when studied they don't -- | have no problemin
23 saying this is a logical case that nmake a | ot of
24 | ogic, I'"mjust wondering was there enough even
25 nonpubl i shed evi dence to suggest.
00052
1 DR. MCNEIL: | think that the data that
2 were presented were of the flavor that Dr. WAhl just

3 gave. | don't think it was anynore quantitative than
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t hat .

DR. SOX: Dr. Conte, do you want to

comrent on this point?

DR. CONTE: Again, | go back to the issue

| made before, that there is not nuch on |ong-term
t herapeutically derived health outcone data. So
again, in the article that | cited in the statenent
this norning, 60 percent of wonen in this study, as
reported by 32 different nedical oncol ogists, had
al tered managenent on the basis of the PET findings.
| think that that is pretty clear. They nade 32

di fferent, nmedical oncol ogists nade a decision that
was different in 60 percent of the cases.

DR. SOX: | would |ike to nove us back

toward whether we're going to vote on this question
or anot her question. Alan, you had your hand up.
DR. GARBER | think there is an inportant

point of fact, and this fact may turn into opinion
about what the panel really believed, and it's
unfortunate that we don't have the whol e panel here
to discuss this with them but it's whether they

beli eve that the evidence was adequate. So we have



00053
1 heard from we have heard that the published data was
2 clearly inadequate and | assune there was a
3 consensus, and then you're left with unpublished
4 data. And | guess that Dr. Wahl or Dr. Conte said
5 t hat the unpublished data swayed the panel into
6 t hi nki ng there was adequat e evi dence.
7 Now, and | think Dr. MNeil believes maybe
8 that wasn't true, and that's what we're left wth.
9 And | think this is a crucial point, because it
10 determ nes whether the affirmati ve answer to the
11 gquestion really flows fromthe | ogic that the panel
12 engaged in. But on the point of unpublished data, |
13 think it's inportant to point out that virtually
14 every structured eval uation of evidence discounts
15 unpubl i shed data heavily for reasons we are all
16 famliar with. |It's pretty unusual to have, let's
17 say it's an abstract. W've all seen tine after tine
18 t hat published abstracts when they ultimtely appear
19 as published journal articles may have very different

20 conclusions, including very different results. It's



21 very hard from many of these unpublished studies to

22 actually know what the structure of the study was to

23 det er m ne whet her the study design was reasonabl e and

24 would |l ead to reasonabl e outconmes. And again, |'m

25 maki ng general points, not points about the data that
00054

1 you di scussed at the panel neeting.

2 But this | see as an inportant issue, was

3 t he unpubl i shed data enough to persuade the panel

4 t hat there was adequate evidence or did it instead

5 per suade the panel that this | ooked very prom sing,

6 would be a useful treatnment. So I think we need to

7 reach sonme concl usion about that and if it's the

8 | atter, | would suggest we go with the alternative

9 | anguage that | proposed, or sonething like it.

10 The ot her point though, Dr. Wahl has

11 t al ked about circunscribed settings in which this

12 could be very useful, which I think is inportant for

13 us to know and inportant for CM5 to know in

14 determ ning a rei nbursenent policy, but he's

15 descri bing situations that are nuch nore narrowy

16 circunscri bed than the ones in the | anguage on this
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guestion. So that's sonething I think CVM5 needs to
deal with. It's suggesting that there are sone
conditions in which the added information from PET
could be extrenely useful, but that may be a snall
subset of conditions that fit under this |anguage.

DR. SOX: Wwell, | put on the agenda for

this afternoon's discussion sonething to the effect
of unpublished and | ate studi es and how panel s shoul d

deal with those, which | think the Executive

Comm ttee ought to discuss that and try to give sone
direction to the panels, but neanwhile, we need to
nove this discussion toward a vote. Alan, you
directed a question to Barbara. Barbara, do you want
to respond?

DR. MCNEIL: Alan, | think this is a very

troubling question. | presented the deliberations of
the commttee, but | cannot enphasize how nuch we
struggled with this, and I don't think anybody woul d
want to die on the basis of the decision that they

made, so | think we nmade a consi dered judgnent
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|istening to the facts, but the judgnent was not as
rigorously based as it was for the other questions.
That is just a fact. W did the best we could, but I
can honestly not say it was done with as strong an

i nformati on base as we had for the other questions.
So, having said that, the answer to your

guestion, which was did we view it on the basis of
adequate data, did we nake a judgnent on the basis of
adequate data or did we nmake a judgnent on the basis
of promsing or likely, it was clearly not the
former, clearly not the forner, because we just had,
you know, | saw 11 patients kinds of scenarios, so we
did not |ook at anything rigorously presented. So we

can definitely not say it was based on adequate

evi dence, and you're right, the wording here is all
wWr ong.

DR. SOX: So we really need to change this
wor di ng?

DR. MCNEIL: The wording has to be changed

and |'msorry we didn't pick that up oursel ves.

DR SOX: So is it likely that rather than



8 I s there adequate evidence, it is likely that?

9 DR. MCNEIL: It is likely that is closer
10 to the spirit of the group. Alan also, however,
11 rai sed the i ssue about whet her our discussion rel ayed
12 to the whol e panoply of patients with breast cancer
13 or wwth a nore narrow subset, | think is what you
14 were asking, and as | recall, it was a nore narrow
15 subset. Sean was there, so you coul d probably recal
16 this as well, or Deborah, we really were
17 concentrating largely on the specific areas in the
18 head, neck and axilla, but we didn't have any
19 i nformation on the other areas, to ny know edge.
20 DR. SOX: So you accept as a friendly
21 amendnent from Al an the substitution of --
22 DR. MCNEIL: It is likely that.
23 DR. SOX: Is it likely that, in the form
24 of a question.
25 DR MCNEIL: Yes.

00057
1 DR. SOX: Ckay. So that's been resol ved.

2 Now we' |l go on to other people. | don't know who
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had their hand up first. Bob wll start.

DR. BROOK: |I'mjust wondering if we just

ought to state what the person stated, that there is

adequat e evi dence that PET inproves, changes deci sion

maki ng.

DR. MCNEIL: | don't know that we had data

onit. W did not review that article, Bob, so |
can't say that that was a good article.

DR. BROOK: Well, you had a | ot of

unpubl i shed data and you had reports that people

changed deci sion making. And you al so have evi dence

t hat they changed deci si on nmaki ng based on a |l ogic
that would relate, an inplicit |ogic, a nedical
clinical logic that would relate that to outcones,
but there is no evidence that that |ogic has been
tested to affirmthat that is indeed true. That
seens |i ke what you're saying.

DR. MCNEIL: No, that's not what |I'm

saying. | do not believe that we had at the tine,

and | cannot accept information froman article that

t he panel has not yet reviewed, that those studies

wer e adequate to show that patient nanagenent was
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changed. It is likely that, | accept that, | cannot

accept the adequate in patient nanagenent.

DR. BROOK: Well, we're not nmaking the

coverage decision. |If HCFA wanted to say, or we
wanted to say from your panel, was there enough data
presented in sone form that the panel believed there
was adequate data to show the tests were being used
in a way that changed froma prior to a post decision
of what could be done, because that's inportant for
HCFA to put in the hopper if it decides to make, or
when it decides what to do with the coverage
deci si on.

That sounded |ike you were all in

agreenent, and i ndeed you believe that there was
enough data in the series available to support that
doctors were using these data to change their
deci si ons.

DR. MCNEIL: Well, again, it depends upon

what you nean by data, Bob. W did not have an

adequate review, we did not critically reviewthe
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data to suggest that | would feel confortable
speaki ng on behalf of the conmttee to say that the
data were adequate to support that PET inproves
managenent decisions. It may be true but we did not
have the data at our hands to do that, and I don't

know about this one article in Septenber's JNM | do

bel i eve we supported the decision that it is likely
t hat .

DR. SOX: Ckay. Staying with this point,

Wade.

DR. AUBRY: Yes. Before we change the

gquestion, | would like to just add anot her di nension
and that is the issue of prognosis or prognostic

i nformati on. Mich of the discussion we have had
about unpublished evidence or data is basically that
it woul d change managenent deci sions, but anot her
piece to this is prognosis, and if PET shows that
it's Stage |1V disease rather than | ocal disease, then
that's obviously a significant prognostic issue, and
| wondered if that canme up in the discussion or was

t hat nenti oned, because sone people feel, nyself
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10

I ncl uded, that prognostic information is a health

out cone.

DR. MCNEIL: W discussed the questions

t hat were asked of us and reviewed the data
associated with those questions. |If you were to ask
about whet her PET, | guess the question you' re asking
me is should PET be used at the tine of the initial

di agnosi s of breast cancer to stage patients; is that
what you' re asking?

DR. AUBRY: That's not what |'mtalking

about. This specific situation we're talking about,
t he adj unct situation, where the unpublished

di scussion seens to indicate that there are sone
patients who were thought to have |ocal disease who
were in fact found to have di stant netastases or
Stage 1V disease on the basis of this adjunctive test
after others were done and not shown that.

DR. MCNEIL: That's correct, so really

inplicit in the wording here is, whatever wordi ng we

take, if we detected di stant di sease then we've
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obvi ously changed stage, just by definition and then
t hat obvi ously changes prognosis, so they are
inplicitly part of one another, right? So |I don't
know t hat we need a separate question about prognosis
because that's inbedded in the whol e di scovery of

di stant di sease.

DR. AUBRY: Yeah, naybe there's not really

an answer to that question. | think it is sonething
to keep in m nd because we seemto be struggling with
the idea of this unpublished data changes managenent,
it's uncl ear whether that inproves health outcones,

it may well inprove health outcones, but we don't
know, but prognostic information itself may be very

i nportant to a patient, naybe an outcone a patient

could feel regardless of whether that change in

treat ment nmanagenent actually inproves the health
outconme of the patient in ternms of survival. | just
t hought we should factor that into the discussion as
wel | .

DR. SOX: Dr. Conte, did you want to make

a conmment at this point?
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DR. CONTE: Yes. | just want to point out

that the panel felt on the basis of what was
presented and what was in the literature, both, that
t here was adequate evidence to answer this question.
That's what they voted on. This was what was
presented to them

| think it should al so be disclosed that

five voted affirmatively and one abstained. The

person that abstained, if I'mnot m staken, was

Dr. McNeil.

DR. MCNEIL: No, that's not true.

MR. CONTE: That's not correct?

DR. MCNEIL: No, it's not.

DR. CONTE: You voted for? Who abstained?
DR. MCNEIL: | don't know who abst ai ned.
M5. ANDERSON: | think it was Jeff Lerner.
DR.

CONTE: Okay. So the fact of the
matter is that the majority of the nenbers of the

commttee voted this question that there was adequate

evi dence presented at the Diagnostic | mging Panel
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for this indication.

DR. MCNEIL: You know, Peter, |I'mnot sure

about that to be perfectly honest. W would have to
go back and do a line-by-line analysis of the

m nut es.

DR. CONTE: | have the m nutes here.

DR. MCNEIL: Ckay. If we voted that, just

to be -- if you want the spirit of the deliberations,
and | don't know whether you do, Dr. Sox.

DR. SOX: Well, it's our job to try to

capture the spirit of the discussion, and we as an
executive commttee can alter the wording of a
resolution if we feel by so doing it fits, it nore
adequat el y descri bes the tenor of the discussion, and
we listen to you as the representative of the panel
to give us advice on that.

DR. GARBER How they voted, that's a

matter of record.

DR. MCNEIL: The sense of the panel,

what ever the word of the deliberations was, and |
tried to convey it in ny remarks by saying had the

wind blown a little bit differently, the five to one
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vote coul d have sw t ched. | mean, that was

realistically the way we were thinking about it, so |

do not believe that the spirit of the conmttee was
that there was adequate evidence. | think Alan's
assessnent of the wording is nuch closer to what our
feelings were at the tine.

DR. SOX: And | personally believe that

the commttee ought to be listening to Barbara rather
than the record as it's reflected there, and trusting
Barbara as a representative of the panel to tell us.
DR. BROOK: | really don't understand, |

must object. Barbara voted for this thing, Barbara
understood the words of this thing, this is what was
vot ed on.

DR. MCNEIL: Well, could | just clarify,

Bob?

DR. BROOK: | really don't understand what

we' re doi ng here.

DR. MCNEIL: Let nme clarify for you. Wat

happened, | prepared these slides quickly at three
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p.m yesterday when Janet told ne | was nmaking the
presentation, so prepared these slides 15 m nutes
before leaving for the airport. So if there is sone
sl oppiness in the wording, | apologize. |If | had had
nore tinme --

DR. BROOK: So this is not what you voted

on then? Can we get the mnutes fromthe commttee

of what actually -- | nean do we know, because what
we' re being asked to do is overturn a vote that the
chai rman of the commttee voted for and i s now
presenting it differently here. 1It's not |like there
was vast disagreenent and we're being asked to, this
was so close. A five to one vote doesn't | ook very
close. You as the chairman voted for it, and is this
what you all voted for?

DR. MCNEIL: | do not believe, Bob, that

this is what we voted for in spirit. | believe what
we voted for was Al an's wordi ng.

DR TUNIS: Can | nake a comment, because

as anot her person who was at the neeting and, |

believe, it seens to ne a fair anount of this
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confusion is sinply over different interpretations of
what the word evidence neans here. | think what the
comm ttee concluded was that the published evidence
was by itself inadequate to support a concl usion of
the clinical benefit, health inprovenent of using PET
under these circunstances.

The committee listened to a | ot of public

testinony and there was a | ot of discussion about the
| ogi ¢ of using PET in various specified
circunstances. Dr. Wahl described sone of them

ot hers descri bed sone of them and | believe when the

committee voted on this question, they were including
usi ng evidence as a broad termto nean not just
publ i shed and unpubl i shed evi dence but the expert
testinony that was provided. And so all adequate

evi dence neant here was the body of everything we
have heard supported this conclusion, just barely,

but the commttee was willing to support that five to
one.

| f they had specifically asked the
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guestion, is there adequate evidence fromthese two
publ i shed studies to support this conclusion, I
believe the commttee would say no to that question.
They're just two different questions that seemto be
wrapped into the sanme question. So | don't really
think there is as nuch di sagreenent here as it sounds
li ke.

DR. MCNEIL: So we should have had a

second mtosis on this question.

(Laughter.)

DR. SOX: Anybody else want to pick up the

di scussion at this point?

DR. FRANCIS: | think I understood what

was just said but | want to be clear about this,
because | thought really that two different problens

for the commttee keep getting put together. And one

of the problens was what to do with either
unpubl i shed or new studi es that happen after you get
a TEC report, okay, so that was one problem and how
do you deci de whether they are adequate or not or how

do you think about them
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The ot her problem was what to do when the

guestion changes, so that the question that you ended
up tal king about was, does PET affect patient
managenent in the very narrow class of cases in which
you tried other diagnostic nodalities, there is a

hi gh suspi cion, high prior probability of recurrence,
and the other diagnostic nodalities haven't told you
anything informative. Does PET in those

ci rcunstances affect patient managenent, which is a
different question than -- the original question that
t he panel was asked was a nuch broader question.

So two things were going on. One was new

studies were getting thrown at you, and the other was
t hat the question was bei ng changed. And so what you
ended up saying was that there is a logic here, but
there isn't any evidence. | think that's what Al an
was saying a while ago. | don't know whet her one
woul d want here is changes in patient nanagenent,
changes in prognosis or changes in outcone, but it's

clear there are changes, and at |east clinicians do
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bi opsy in that very very limted class of

ci rcunst ances.

DR. SOX: Could | just read fromthe

m nutes a selection that is | think pertinent to our
di scussion. It states here, and this is in respect
to this indication, at the request of the HCFA

nmedi cal officer Mtchell Burken, MD., the panel

di scussed the | evel of effectiveness of PET in this
I ndi cation, what we're tal king about, but was unabl e
to reach consensus upon which | evel of effectiveness
had been established by the evidence.

So it does sound like you did not cone to

a concl usi on about whet her the evidence was adequate
or not. | think this statenment fromthe m nutes
supports your interpretation of the sense of the
neeting at that tine.

DR. MCNEIL: | think that is absolutely

right, Hal. | think what Leslie has said though, and
I s probably the reason, and what Sean said earlier,
why we're having this discussion nowis the fact that

the commttee felt, was really very very confused in



23 havi ng data presented to us w thout having the
24 ability to digest it clearly and carefully, was
25 sonmething that we really had not expected and did not
00068
1 know how to deal with in an effective fashion, so we
2 had really two options, as | recall.
3 One was, because | don't know that the
4 guidelines for this have been entirely worked out yet
5 for this panel, but dealing with new data, when
6 sonmebody gets up and says 11 patients and two of them
7 were this and three of themwere that, and they were
8 followed for three nonths and the MR was this, it's
9 very very difficult to do. So we were left with two
10 alternatives. One was to basically table this and
11 say bring back the data that everybody has presented
12 in a structured format and have us review them take
13 all the published data that Rich says is in his
14 article, and review it and then make a judgnent. O
15 vote on it with sonme | ess rigorous approach to our
16 interpretation and to nodify, despite what the

17 wor di ng says or what the m nutes says, we did not
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bel i eve the published data were adequate. So to have
sone kind of sentence there that reflected that it is
| i kely that on the basis of the anecdotal infornmation
that was presented to us, that this would work.

But on behalf of our commttee, | would

| i ke very much to know what to do with new data, new
guestions that conme up on the spot, because | don't

t hi nk we can deal with them properly.

DR. SOX: We will discuss that this
afternoon. | think we ought to take a vote as a way
to resolve this issue, and we'll just give Dr. Zarin

a chance to speak, and then I would Iike a notion and

a vote.
DR. ZARIN. | would just like to nmake two
points. One is, | think that, | guess it's now

call ed Alan's proposed | anguage, did capture the
spirit as | heard it, with one proposed addition,
whi ch would be | forget the exact |anguage, but is it
| i kely that the use of PET as an adjunct wll help, I
think putting in the words sone patients, which isn't

as preci se as many people would want, but | think
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that the panel as | recall it was tal king about a
nore narrow group of patients than that would inply,
but wasn't really able to specify exactly what that
group. You know, the spirit was there were sone
patients for whomthere is nothing else that's going
to be hel pful and this has been reportedly hel pful
sonetinmes. So think about sonething |ike the word
sone.

The other thing |I'd caution you against is

saying that you're doing this because you're
accepti ng change in managenent as the outcone. |

think in the negative answers to sone of the earlier

guestions, Barbara pointed out that the reason for

t he negative answer in part didn't have to do with
the fact that they didn't think PET would change
managenent but that they were worried that the change
I n managenent woul d be based on m sinformation, so
that there was a worry about undertreatnent, either
under biopsy or under dissection of the nodes because

of false positives or fal se negatives.



9 So that, | think the panel in other
10 I nstances with PET was worried that the change in
11 managenent whi ch woul d occur would not be in the
12 patient's best interests. However in this instance,
13 there was nore a sense of knowi ng where to biopsy,
14 somehow | think nust have felt nore secure to panel
15 menbers than knowi ng not to biopsy or not to dissect
16 | ynph nodes.
17 DR. SOX: So at this point we're going to
18 entertain, give sonebody an opportunity if they w sh
19 to make a notion about changing the wording of this
20 recommendation so it fits a little bit better with
21 t he published record and the account given by a
22 nunber of observers of that discussion. And then we
23 will go on to discuss the rest of the report and
24 actually make a vote for approval or disapproval, and
25 further discussion will occur in the context of

00071

1 di scussi ng the notion.

2 M5. ANDERSON: Before we do that | would

3 |ike to make a statenment for the record. For today's

4 panel neeting, voting nenbers present are Wade Aubry,
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Robert Brook, Barbara McNeil, Thomas Hol ohan, Leslie
Franci s, John Ferguson, Robert Mirray, Al an Garber,

M chael Maves, Joe Johnson and Daisy Al ford-Smth.
Dr. Harold Sox will vote in the event of atie. A
guorumis present, no one has been recused because of
conflicts of interest, and now we can go ahead with

t he noti on.

M5. RICHNER: May | say one thing before

you go forward with a notion?

DR SOX: Yes.

M5. RRCHNER: | would like to know the
generalizability of this data to the Medicare

popul ation of 65 and ol der, so what, does anybody
have any i dea what the scope of this popul ati on woul d
be for this decision? | nean, what are the nunbers
of patients that we're tal ki ng about here that would
actually benefit fromthis coverage decision?

DR. SOX: Well, breast cancer is a very

common probl em

M5. RICHNER: | know, but 65 and ol der.

SPEAKER:  About 150, 000.
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M5. RICHNER: About 150, 000, okay.

DR. SOX: Bob?

DR. BROOK: You know, | don't know if we

have to do anyt hing, because when | read the conplete
m nut es under nunber 4, which you read a piece of it,
t he sense of what the commttee did is absolutely
reflected in there. They said the evidence was
adequat e but they couldn't judge the effectiveness,

t hey contradicted thensel ves. And | wonder whet her
we can i nprove what they did. That's what they did,
and we could just add a note saying that because they
couldn't deal with effectiveness fromthe MCAC

comm ttee approach, fromour conmttee approach, this
nmeans that the evidence was i nadequate based on the
gui dance that we had given the commttees in the
stuff we have done before. Because if the evidence
was adequate, they ought to have been able to answer
t he | ast question.

So instead of overruling what they did,

why don't we just accept what they did and nmake a

very sinple statenent that says we're disturbed by
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the contradiction between the first task and the
second task under 4, because if the evidence was
real |y adequate, then they ought to have been able to

reach a consensus on the | evel of effectiveness,

whi ch they were unable to do. Wthout changi ng
wor di ng, without trying to second guess and change
all this other kind of stuff, which underm nes the
whol e process of the panels, why don't we just accept
-- | would propose we accept this, and we point out
to HCFA the fact that because they couldn't do the

| ast part as opposed to the front, that this does not
fulfill in some way the guidelines of adequate

evi dence as decided by the MCACin its instructions
in terns of what adequate evi dence neans.

DR. GARBER Are you saying to ratify

this, Bob?

DR. BROOK: They didit. | don't think

it's fair. W have to go back to the whol e panel
process. | nean, every tinme we open this there is a

can of worns, because on all the other notions they



17 said, well, changes in nedical treatnent may not be
18 adequate to do this, all of a sudden we have sonebody
19 get up and say well, this may change where to biopsy
20 or whether you want to have nore radiation or
21 chenot herapy. | believe all that and for any one of
22 t hose other statenents, you could have said exactly
23 the sanme thing. Sonehow on this one, they concl uded
24 this. They concluded it in a very w shy-washy way.
25 And all we need to do is point out as we
00074
1 ratify this report to whatever this place is called
2 now, that the bottomline is the panel itself
3 contradicted itself in ternms of this question and
4 point out to the panel without trying to do anything
5 further, and it's in the m nutes.
6 DR. SOX: | want to get this discussion
7 over with and the best way to do that is to have a
8 formal notion, a discussion of the notion, and then
9 the comm ttee can deci de whet her or not the proposed
10 | anguage i s the | anguage they want to vote on, and
11 when we vote ultinmately to affirmor disaffirmthe

12 panel 's work.



13 So if you want to do this, Bob, nmake a
14 not i on.
15 DR. BROOK: | nove to adopt the |anguage
16 under section 4 as the sense of the panel, and not
17 just the first part. There's two pieces of it. You
18 read the second part.
19 | nove we accept the full discussion
20 under 4. There are two parts to it, that they said
21 yes to the question and no to the | evel of being able
22 to identify the | evel of effectiveness.
23 DR. MCNEIL: W actually separated -- |
24 don't know what you're reading from Bob.
25 DR. BROOK: Your mnutes. Now if these
00075
1 m nutes aren't accurate, then there is sonething
2 really -- | nean, this is, whoever Janet Anderson is.
3 M5. ANDERSON: That woul d be ne.
4 DR. BROOK: Hi, Janet. You certified the
5 m nut es.
6 DR. MCNEIL: So what we actually voted on,

7 Bob, was we actually split question 4 formally when
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2

3

we vot ed.

DR. BROOK: Wiich is right there, but

there's a second part to it.

DR. MCNEIL: No, there's a first -- you

canme in late. There is a previous slide that shows
we actually split question 4 when we vot ed.

(I naudi bl e col |l oquy, several people

speaki ng.)

DR. MCNEIL: This is howit was presented,

if you look up here, this is the original question.
The operative phrase is in blue.

DR. BROOK: You resplit it.

DR. MCNEIL: W split it into tw parts.

DR. BROOK: Ckay. |I'mlooking at the

m nut es.

DR. MCNEIL: GCkay. I'mtelling you what
we did.

DR. BROOK: Ckay. Did you take a negative

vote on that?
DR. MCNEIL: Yes, we did.

DR. BROOK: \Where?
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DR. MCNEIL: W took a negative vote on

the replacenent and an affirnmative vote on the

adj unct .

DR. BROOK: It says the question was then

changed, but did you deal with the other piece of the
guestion?

DR. MCNEIL: Yeah. Look as it is now,

Bob. The question was split into two parts. This is
the first part --

DR. BROOK: You say there's negative --

DR. SOX: Don't interrupt, okay. Let's

not interrupt each other trying to get through this
di scussi on.

DR. BROOK: Ckay. So that becones

guestion 5, so that was the original question?

DR. MCNEIL: Forget about the nunbers. W

voted on this question, and then we voted on the next
guesti on.

DR. BROOK: No, you voted on that question

and then you were requested by, I'mfollow ng the

m nutes, you were requested by the HCFA nedi cal
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officer to indicate the | evel of evidence for this

guestion, and you couldn't reach agreenent.

DR. MCNEIL: W could not. No, it wasn't

that we couldn't reach agreenent, we just didn't know
what it was. There was no di scussion about whet her
it was big or little.

DR. BROOK: This says that you were asked

to -- I"'mjust trying to read -- discuss the |evel of
effectiveness but were unable to reach a consensus on
what | evel of effectiveness had been established.

DR. MCNEIL: And if | could state

preci sely what happened, that is we did not know |
didn't say it was a big one and sonebody else said it
was a little one, we just didn't know.

M5. ANDERSON: As the author of the

summary, | can state for you that this is an

abbrevi ated version of the mnutes and as a sunmary
of the mnutes, this is capturing -- there were four
abstenti ons when we decided to vote on the |evel of
effectiveness so it didn't carry, it wasn't a notion

that didn't carry.
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DR. BROOK: Hal, is there sone way because

this contradicts the first part of this, that we can
just say that, and vote on it? | nean, if they can't
define the |l evel of evidence and they said the

evi dence i s adequate, what's the policy here?

DR MCNEIL: | will take full

responsibility here for nmaking a mstake. |If we want
to tal k about the exact word-by-word description of
what is in those docunents, that's one |line of
thinking. If we want to talk about what the spirit
of the discussion was as well as | can synthesize it,
|'"'m happy to do that. | can't mx both of themup in
t he sanme paragraph, so which would you like ne to do,
Dr. Sox, the word by word or the spirit?

DR. SOX: Personally, | think we have had

a nunber of attestations to the spirit of that

di scussion and they are all in the sane direction and
| think that's the route we shoul d go.

DR. MCNEIL: So if that's the route we

want to go, | take full responsibility in making an
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11

error on this slide as | was rushing to the airport
with 15 mnutes to go in nmy wording for this

guesti on.

DR, SOX: Ckay. Now, with that, | would

like to entertain a notion to change the wording. |If
there is no notion, then we will vote on what we
have. Wuld anybody |like to nake a notion that w |
clarify the discussion so that what we're going to
vote on cones closer to what has been described as

t he character of the discussion? Al an.

DR GARBER | would like to nove that we

nodi fy the | anguage as | previously suggested, is it

| i kely that PET inproves health outconmes when used as
an adjunct, keeping the rest of the |anguage.

| don't know whether this would be part of

the sanme notion or not, but | think there should be
instructions to HCFA staff that it was the sense of

t he Executive Commttee that the specific uses for
PET in this setting need to be nore clearly
delineated, and also to reflect the spirit of the

panel, and that could be separate.
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SPEAKER: For sone patients, did you want

t hat ?

DR. GARBER  Yeah, for sone patients.

DR. FRANCI S: Shoul dn't your nption be

that we affirmthe decision of the panel insofar as
what you just said, and otherw se not -- we don't
change what the panel did.

DR. SOX: See, we're trying to get sone

| anguage so that we can nake a vote either indication
by indication or for everything, and so that is a
second step. So Al an, please repeat your |anguage
and we will see if there's a second, then we w ||
have a di scussion of your |anguage and hopeful |y

vot e.

DR. GARBER  The first |line becones, is it

| i kely that PET. Second line is nodified so that it
says, inproves health outconmes when used as an
adjunct to -- yeah, for sone patients. Wen used as
an adjunct to standard staging tests in detecting,

et cetera, et cetera, and when it says when results,
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for sone patients cones before when, so it becones
for sone patients when results fromother tests are
I nconcl usi ve.

DR. AUBRY: Can you read it now so what it

says, is it likely there is adequate evidence or is
there --

DR. BARBER No, no. Adequate evidence is

struck. Is it likely that PET inproves health

out cones - -

DR. MCNEIL: Janet, could you change that

on line now, can't you just edit it?

M5. ANDERSON: Yeah. |If soneone wants to

second, | can read the full notion.

DR. MCNEIL: | second.

(I naudi bl e col | oquy.)

M5. ANDERSON:. Ckay. The notion is to

change the wording of question 4 to, is it likely

t hat PET i nproves health outcones when used as an

adj unct to standard staging tests in detecting

| ocoregi onal recurrence or distant netastases

recurrence for sone patients when results from ot her
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DR. SOX: Now that |anguage is open for

di scussi on. Bob?

DR. BROOK: Barbara, if | went to question

1, 2 and 3 in your mnutes and substituted that

| anguage for adequate evi dence for each one of those
guestions, which says it nmay affect sone patients and
there is a |ikelihood, would you have voted yes on
all of those notions?

DR. MCNEIL: We would have voted no on

none of the notions except for -- we would not have
voted yes on any of the notions.

DR. BROOK: |Is there sone likelihood, is

there likelihood that PET can inprove health outcones
by leading to earlier diagnosis or breast cancer
conpared to short interval mamography for sone
patients? |If | change that the way | have changed it
now under 4, ny guess is it would be al nost

| npossi ble for the panel not to have voted
affirmati ve on those questions because all that neans

I s sonebody has to cone up and show that for three
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patients it nade a difference. That's all that has

t o happen.

This trivializes the question that you

were asked to do. You were asked to | ook at adequate
evidence to find out whether there's adequate

evi dence agai nst sone nethod. The way we have
rephrased this question is a noninteresting question.
DR. MCNEIL: Well, | don't know, Bob, if

you had a chance to read the report, did you?

DR. BROOK: | did not read the whol e

report.

DR. MCNEIL: If you read the report, you

woul d see that if you just |ook at the data and the
clinical logic, it would be very difficult under any
ci rcunstances, and | can ask Sean or sone of the

ot hers who are here to say that our vote would be
changed under any scenario of additional infornmation.
The inplications of fal se negatives on undertreatnent
in amjority of the situations was just enornous,
and | don't think there is any circunstance that

woul d have change.
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DR. SOX: | read the evidence report and |

concur with Barbara's judgnent. M ke, you're next.
DR. MAVES: The problem | have is |

under stand where we're going and | understand what
we're trying to do in the spirit of the discussion.

The difficulty | have is | think froma procedural

standpoint. | do sort of object to changing a
guestion and then ascribing the votes that took place
in a neeting a period of tine ago to that changed
guestion. | would, | think we were getting cl ose
there, | would accept the report, accept the votes,
but then obviously annotate this question to state
that after discussion at the Executive Commttee we
felt that the spirit of the discussion nore closely
answered the question, and then put Al an's question,
because | do think it does capture the spirit.

But | have to say, |I"'mbothered a little

bit by changi ng | anguage in a question and then
ascribing the votes of the conmmttee who aren't here

to sort of challenges or to revote, and | think Bob
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10

has a lot of nerit in what he says. |If we had
changed ot her | anguage on ot her questions, that could
have changed as well. But I think it's a way of,

what you want is the spirit of this to help guide
HCFA in the deci sion nmaking process, but | think we
really can either accept or refute the report and the
guestions that were asked. |[|'m bothered by changi ng
t he question and then ascribing the vote to that
changed questi on.

DR. SOX: Well in that case, you should

vot e agai nst the notion, and then we can consi der

anot her notion. Al an?

DR. GARBER  Actually, | conpletely agree

with both Bob and M ke, that we don't want to change
the vote of the panel nenbers, and | hope nobody took
ny notion in that spirit. M notion is really about
what we the Executive Conm ttee conclude, not about
what the panel concluded. What the panel concl uded
is a matter of record, we are not trying to rewite
the history, but there is an obvious glaring

contradiction in the panel's deliberations if we take



11 as a given that in fact they did not believe that the
12 evi dence was concl usi ve.

13 So rather than us ratifying the panel's

14 conclusion or in any way saying that we thought it

15 was correct, we are trying to capture the spirit of
16 what we believe the panel intended by substituting

17 sonme | anguage and adopting sonething closely rel ated
18 to their conclusions as the Executive Conmttee. So
19 nmy notion is about what the Executive Committee

20 concl udes, not about what the panel concl uded.
21 DR. SOX: In any case, this is advice to
22 HCFA about the state of evidence, so it's not |ike
23 we're nmaking a judgnent that is absolute, it's sinply
24 gi vi ng advi ce to HCFA.
25 DR. MAVES: Hal, if | could ask Al an then,

00085

1 | assune that ny comments then are not different than
2 what you intended by your notion?

3 DR. GARBER No, | think we intend the

4 sanme thing.

5 DR. MAVES: Wuld you accept that then as
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a friendly amendnent, | suppose is the next question.
DR. GARBER But if we do not ratify the

panel -- this is the Executive Commttee's
concl usi ons which we believe reflect nore closely the
| ogi ¢ of the panel's conclusions, but this nmeans we
don't necessarily accept the panel, | nmean we accept
it as a fact that that's how they voted, but we don't
I n any sense endorse it.

DR. MAVES: And | think that's consistent

with where |I'mcomng from

DR. SOX: Wuld anybody else like to

di scuss the anendnent as it nowis projected on the
screen? Daisy?

DR, ALFORD-SMTH: It's really not an

anendnent, it's really a cormment by the Executive
Commttee, because if it's an anendnent, you're

repl aci ng what the panel said.

DR. GARBER Yeah. This is anended

| anguage. I n other words, this is the Executive

Commttee's own recommendation and it uses anended

| anguage, so yes, what Daisy says is quite right.
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Again, we're not trying to say they didn't vote as
they did and we're not trying to say they voted on
sonmething different than they did. W obviously
can't do that and we wouldn't want to do that. This
I s amended | anguage which we are adopting as the
Executive Commttee' s recommendati on.

DR. SOX: As our recomrendation to HCFA.

Wade.

DR. AUBRY: As a new nenber of the

Executive Committee, it seens to ne that we were
asked either to ratify or not ratify this decision,
and what is the sense of the discussion in the |ast
few mnutes is that several nenbers of the panel here
are not confortable ratifying the exact |anguage, the
original |anguage. And therefore, | would say that
per haps we should not ratify this and then have a
substitute notion which Al an has nade, which is the
sense if it's voted affirmatively, would give the
sense of the Executive Conmttee on what transpired
at the neeting of the imging panel.

So, | guess ny question for HCFA staff or



23 for Dr. Sox is, are we being asked as an executive
24 committee to ratify or not ratify, is that what we
25 are bei ng asked?

00087
1 DR. SOX: | think we're being asked to
2 approve or disapprove the |anguage of the panel and
3 i f we disapprove it, we can either do that in a way
4 that qualifies our disapproval, which mght be to
5 approve another statenment that we think nore
6 accurately reflects the discussion and the evi dence.
7 So, Al an?
8 DR. GARBER Wl l, maybe, can | accept
9 Wade's comment as basically a friendly anendnent ?
10 What ny notion was intended to do was in one step
11 deal with what Wade is tal king about doing in two
12 steps, that is, the Executive Commttee does not
13 approve, ratify, whatever the operative | anguage is,
14 the original recomendation of this particular item
15 4.B, | guess it is, of the panel, and accepts all the
16 others. But it does approve a closely related
17 amended version of that as the Executive Commttee's

18 recomrendati on, which is the | anguage that |
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descri be.

DR. SOX: So, if | understand Wade

correctly, | think you were stating that what we
really should do is to express our dissatisfaction
with the statenent as approved by the panel and as
refl ected accurately in the mnutes, and then if we

don't approve that |anguage, if we think it is

basically an inaccurate statenment of the state of the
evi dence, then approve substitute | anguage.

DR. AUBRY: That's correct. It's a first

order, second order issue.

DR. SOX: In that case, | think we'd have

to, if we wanted to nove in that direction, then the
original proposer, |I think -- I'mgetting a little
bit beyond Roberts Rules of Orders, or ny
understanding, but | think you could w thdraw your
not i on.

DR. GARBER Wel |, consider ne having

wi thdrawn it and substituted, and actually | think

it's a friendly amendnent, which then the seconder,
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who was Leslie, would have to approve.

DR. FRANCIS: | agree to that.

DR. SOX: So am | correct then that you

have w t hdrawn your notion at this point?

DR GARBER No, | clarified it. [I'm

accepting a substitution in the notion as it was just
st at ed.

DR. FRANCIS: And I second that

substitution, which is that we accept all but the one
t hat has been the subject of discussion, and we al so
accept the closely related as our recomendation to

HCFA.

DR SOX. I'msorry. |'mnow the one

who' s having troubl e here.

DR. GARBER The notion as anended, and as

seconded, is that the Executive Conmttee approves or
ratifies all of the recommendati ons of the panel
except this one, which | believe is 4.B, and the
Executive Commttee nakes an alternative
recomrendati on which is the follow ng, and that uses

our | anguage.
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DR. SOX: So that's really a conpound

noti on?

DR. GARBER  Yeah.

DR. SOX: Are people confortable with

doing it that way, or would you prefer to vote first
to approve the original statenent and then if we
decide to not to approve that, then we coul d approve
a nodified statenent that woul d change the | anguage

of 4.B and we could vote on that.

DR. MJRRAY: |'mconfortable with Alan's
not i on.
DR. MAVES: | am too.

DR. SOX: It sounds |ike we have a
majority of the voting nenbers who are confortable
with handling it in the manner Al an has proposed

i nstead of as a single notion. Yes please?

DR. BROOK: I'msorry to do this but I
t hi nk what we've been trying to do is set up a
process to increase faith in the panels. You have an

easy way out here. Al you have to do is say the
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Executive Commttee has read the discussion in the

m nutes under 4. Because the panel thenselves were
unabl e to reach a consensus on the | evel of evidence,
they said that, they couldn't reach a consensus, that
procedurally we cannot accept notion 4 that the panel
found, that there was adequate evidence. They

t hensel ves contradicted thensel ves, and we ought to
just vote that we can't do that.

We ought not vote on the new notion. W

coul d encourage HCFA. W haven't seen the evidence.
W' re now subverting the whol e dammed process that
sonmebody spent two days sitting there, voting a new
notion w thout | ooking at any evidence and w t hout
havi ng been tasked to do that. Qur job would then be
to say if we think there are other unresol ved issues
about this procedure, it ought to go back to the

di agnostic conmttee with a note fromus to say would
you pl ease consider these kinds of other questions,
because we think they're inportant.

W can't be a second judge here, because

it's going to stop anyway i n January, and why don't
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we set the precedent here to actually | ook at the
process which is what we have been trying over the

| ast year and a half to do. And you' ve got an out
here. |It's absolutely clear that you can just say we
can't accept this notion because the panel thensel ves
didn't.

DR. MCNEIL: Hal, I think this goes back

to what | tal ked about earlier and I think we should
be voting, | think I'mbeing an inpartial observer of
t he process, and Sean is here and several others were
here as well. | think that what is there, Bob, is
what we in spirit were voting on.

DR. BROOK: This is a legal process. W

spent hours and days going through public coment and
all of this about the process. W word smthed these
docunents that we gave to the panels unpteen tines.
We're trying to inprove the panel process. If we sit
here and in two hours cone up with a new question and
a new vote because we think we did this better than
you did it, we're subverting this whol e process.

Even t hough we may be correct, | will give
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the notion that Al an and Hal are correct on this,
this is what it would cone out, that's not the issue.
The issue here is, we've got to build up a strong

process where when people cone to testify in front of

t hese panels, they have confidence that the panels
are going to cone up wth decisions, that we are
going to look at their decision, and as |ong as the
process is fulfilled in the way that we've tal ked
about it, that we would then go ahead and i nprove the
process and not second guess everything. Because

t hen we ought to have anot her open discussion, we
ought to hear those cases, we ought to spend as nuch
time as you did on it. You guys spent nuch nuch nore
time on this and read nmany nore articles than we
have. And I'mjust urging us to be faithful to the
process.

DR. TUNIS: Let nme just as a point of view

of process and what woul d be hel pful to us, because |
t hi nk, you know, all the ideas are on the table and I
don't think you can give any clearer sense to HCFA,

CVMB than you have already. So | think, | don't think
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it's worth actually going round and round on this. |
think to kind of go along with Bob's suggestion, |

t hi nk what woul d be hel pful to us you go ahead, and
if I"'mgetting you right, Bob, essentially you don't
ratify this recomendati on because it's internally
consistent, so it's not ratified. You ratify all the
others if that's what you want to do, and we' ve got

the spirit of your new question, so we understand

what you think the panel really neant, and you don't
need to have a notion or need to vote on a notion
related to that. W've got the point.

So internms of follow ng the process, |

kind of agree with Bob. |If everything | have heard,
i f | understand everything |I've heard, the notion
should be not to ratify nunber 4.B, ratify everything
el se and leave it at that.

DR. SOX: A comment on Bob's suggestion

and Sean's commrent ?

DR. GARBER Well, | think Bob's

suggestion has a lot of nmerit and strictly speaking,
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t hat m ght be what we should do procedurally. And
the reason that nmy proposal is different is sinply
that | don't believe this is a case where we are
real ly second guessing the panel. | think that there
is an internal contradiction in what the panel did,
that it's revealed in the mnutes and in the
transcript. W are not trying to relook at the data
or anything of the sort. [It's just that the panel
had difficulty reaching a conclusion and they ended
up voting on a notion that seens, they ended up
voting in a direction that seens contradicted by the
di scussi on.

And we could either throwit back to them

but this, ny notion and the anended | anguage was

I ntended to preserve what we thought was the spirit
of their discussion, and I don't think this requires
going back to the commttee if what Barbara says is
true, and | would tend to believe her, that the panel
woul d have been quite confortable with this
substituted | anguage. | think that this process has

to nove things forward in a tinely fashion, we have
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heard that over and over again, and to sinply say
throw this out because they didn't foll ow procedures,
| think would not be that hel pful at this point, even
t hough | have the sane reservations that Bob has
about the failure to follow the guidelines that the
Executive Commttee recommended.

So | don't really see this as a slap in

their face as nuch as a way to try to refine the
reconmendation that resulted fromtheir discussions.
And of course | think we should do what's hel pful to
HCFA, or to CM5, excuse ne, but | still stand by this
anended form which | think noves the process forward
and nore clearly reflects the intent of the panel.

DR. SOX: | would just like to point out

that this comrmittee in the past hasn't been shy at

al | about di sapprovi ng recommendati ons of panels and

sendi ng them back for reconsideration, so we have

done that, and we'll do it again if we're given a
chance.

Now, we have a notion before the group and
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rather than talk and talk and talk, I would Iike any
di scussion to be directed at Alan's notion, which I
think we need to repeat just to get us back on
target, and we need to discuss that, we don't need to
start new things until we express our opinion as a
group about whether that captures our views on the
subj ect that we have just been discussing. So, could
you reread the notion?

M5. ANDERSON: Here's what | have. The

notion is to approve all recommendati ons of the

Di agnostic I magi ng Panel except nunber 4, and anend

t he question nunber 4 to state, is it likely that PET
| nproves heal th outcones when used as an adjunct to
standard staging tests in detecting | ocoregional
recurrence or distant netastases recurrence for sone
patients when results fromother tests are

I nconcl usi ve.

DR. SOX: That's the notion. W're going

to tal k about that notion. W're not going to

I ntroduce any new i deas until we express our opinion
about this notion. So now, discussion on the notion.

M ke.
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DR. MAVES: | have sone concerns about

this, only because Bob nade one other comment. He
said this is a legal process and as we're finding
out, words do matter. | guess nmaybe a question to
Sean woul d be, does a change in |anguage fromis

t here advocate evidence to is it likely, would that
per haps dictate a change in how HCFA or CMS woul d
consi der covering this particular clinical situation.
It would seemto ne that's a weakening of position
and so again, the words could matter and you m ght
want to have the commttee | ook at this again.

DR. TUNIS: You know, ny honest answer to

that is no, it wouldn't change how HCFA, you could
change the words and it woul dn't change where we
woul d be obligated to or inclined to go. Again, |
woul d just say on that point, what CVS pays great
attention to is not just these recomendati ons on the
vote, but the |ogic and the discussion that go around
them and | think | would say that we have a pretty

cl ear sense of where this discussion is going and
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changi ng the words or however these notions cone out
isn't going to affect that.

DR. SOX: Thank you, Sean. Yes, Bob?

DR. MURRAY: | believe the question has

been adequately di scussed, and request that the

chai rman call the question.

DR. SOX: Call the question.

M5. ANDERSON:. All voting for the notion?

Al'l voting against? No abstentions.

DR. HOLOHAN: Yes, | abstain.

M5. ANDERSON: Oh, one abstention. The

vote carries.

DR. SOX: So, we have just approved the
recomrendati ons of the panel with the exception of
4. B, where we approved the substituted |anguage

i ndicated here. | think that we're done.

DR. MCNEIL: It would be nice. I'msure

that the commttee wasn't anxious to conme back to
this question and discuss it once nore.

DR. SOX: Bob, did you have a question?

DR. MURRAY: | have a question, if |



17 could. This is a question to Barbara and it does not
18 change the vote, doesn't change anything, it is just
19 sonmething to put in the record for clarification.

20 And if you cannot answer the question in 25 words or
21 | ess then | withdraw t he question.
22 The last clause is, when results from
23 ot her tests are inconclusive and | focus on the word
24 i nconclusive. Did the panel think of inconclusive as
25 meani ng an i nadequate study that is for technical

00098

1 reasons, the MRl could not be done, the scan whatever
2 was just technically inadequate, or was the panel

3 t hi nki ng of inconclusive neaning the study, the bone
4 scan was technically perfect, it gave a clear result,
5 but it does not give the oncol ogi st 100 percent

6 certainty on the diagnosis, and therefore | want to
7 add one nore test, one nore bit of evidence. So was
8 it, does inconclusive nean technically inadequate or
9 interpretationally insufficient?
10 DR. MCNEIL: It was not the former, it was

11 the latter, and the exanple that R ch Wahl gave about



12

13

14

15

16

17

18

19

20

21

22

23

24

25

00099

an MRl in which it was inpossible to differentiate
radi ation fibrosis from new di sease or recurring

di sease is the best exanple I can think of. The
study was perfect, the findings because of previous
therapy just didn't allow the interpreter to nmake an
exact di agnosis.

DR. MURRAY: Thank you.

DR. TUNIS: Barbara, | have one nore

guestion for you with the sane 25 words or | ess
caveat .

DR. MCNEIL: Boy, this is tough.

DR. TUNIS: It seens to nme that on this

series of questions that the panel addressed, in a

coupl e of cases, for exanple on the use in staging

the axillary |ynph nodes, it seens to ne that ny
sense of the panel's conclusion was that the evidence
was adequate to determ ne that PET was not useful,
whereas in nunber 5 in terns of use in nonitoring
response to therapy, the conclusion was there is

| nadequat e evidence to nake a determ nati on about

whether it is or isn't useful.
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It's a critical point for us because as

you know, the structure of the coverage deci sion at

| east as of | ast Decenber, you know, a voice that CVS
woul d be inclined to cover within a cancer even if
there is inconclusive evidence for sonme indications,
as long as at |east one indication is considered
adequat el y supported, except for applications or uses
wi thin that cancer for which the evidence is adequate
to conclude that it's not useful. And so for exanple
ny sense is, and again |I'm going back to using the
axilla, that PET was shown not to be adequately
sensitive to use for that clinical purpose, which

m ght | ead us to a noncoverage for that specific use,
but for sonething |ike nonitoring response to therapy
where the evidence was i nadequate, we m ght cone to a
di fferent coverage determnation, so it's inportant
to know what the commttee neant by those negative

vot es.

DR. MCNEIL: GCkay, | think you actually

had it right. | think we felt for the original three
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guestions, whatever it was, the data were not there,
that where | indicated that the -- in many cases the
data was there but because of the issue of
undertreatnent for exanple, that there were no data
to suggest, the data did not suggest the use of PET

I n those circunstances woul d i nprove heal th outcones.
So you're right, say for the axillary nodes in
particular, there were data, and because of the
sensitivity and the specificity of the tests in those
ci rcunst ances, nore harmthan good woul d be done by
using the test and we thought that the data, there
were a |lot of studies for those indications.

When we got to the question of tunor

response, which is what you' re asking, which was the
| ast one, | think people agreed that it was promn sing
and inportant but the data were not there, that is to
say, the data showed in one study, | don't have

the -- or two studies actually, fromtw studies the
data showed that there would be undertreatnent in the
range of 10 to 20 percent, 10 to 17 percent, so those
data showed that there woul d be undertreatnent of

patients by using this test for that purpose. But
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1 And there was anot her earlier study that

2 was well done, | believe Rich Wahl had done it from
3 M chigan, | think Mchigan, in which the

4 chenot herapeutic agents that were being eval uated

5 aren't the ones that are currently --

6 DR. WAHL: That's not conpletely accurate.

7 DR. MCNEIL: Right, but what was studied

8 s not exactly what is being done today.

9 DR. WAHL: But | thought the commttee
10 t hought it was very prom sing because there were
11 three or four studies also (inaudible).
12 DR. MCNEIL: And there was the risk of
13 undertreatnent fromthose sane patients. So |I don't
14 know i f that answers your question. There were false
15 positives and fal se positives fromthe data that we
16 have, and | guess the answer to your question would
17 depend on how nmuch you wei ght the results associ ated
18 with errors in each of those directions.

19 DR. SOX: Wll, we're going to take a
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15-m nute break at this point before com ng back to
di scuss L-carnitine.

(Recess from 10:56 to 11:17 a.m)

DR. SOX: W are now going to conmence

di scussion of the findings of the Drugs, Biological

and Therapeutics Panel on the use of L-carnitine

injections in patients with end-stage renal disease,
and Dr. Hol ohan, the chair of that panel, is going to
summari ze their findings.

DR. HOLOHAN. Good norning. Dr. Sox

provided a critique of the absence of a witten

summary of the panel's findings and concl usi ons, and

to that | plead not guilty. | had decided, Barbara
and I will both do an apologia pro vita sua in this
case.

DR. MCNEIL: | wasn't that literate

t hough.

DR. HOLOHAN. We decided to wait for the
transcripts of the panel, and that Septenber woul d be
plenty of tinme to get this done and distributed to

t he panel for their review. As sone of you know, the
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statutory assignnent of the Veterans Adm nistration
Is to act as a back-up for DoD in national
energencies, and that has elimnated all of ny

di scretionary tine, so | wll present this verbally.
You have the summary of the neeting

m nutes and you will note, those of you who are
perceptive, that there was an additional nenber

repl aci ng the person who couldn't attend. That

addi tional nmenber was Dr. Em | Paganini, who is a

nephrol ogi st, who is a nenber of the MCAC, and he sat

in on our panel. He is a nephrol ogist at the

Cl evel and dinic.

Probably the nost significant point to

make is that the questions as initially posed to this
panel were, is there adequate evidence that

adm ni stration of intravenous L-carnitine is
effective as a therapy to inprove clinical conditions
or outcones in patients wth end-stage renal diseases
on henodi al ysi s?

And question nunber 2, is there adequate
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evi dence that the admnistration of intravenous
L-carnitine is effective on clinical conditions or
outcones in patients with end-stage renal di sease on
henodi al ysi s? The specific clinical conditions were
fairly broad and included anem a, disorders of |ipid
nmet abol i sm cardi ac dysfunction, nuscle strength and
ast heni a.

And question 2.B was the sane question for

the oral form | enphasize that because in fact the
panel determ ned based on the testinony, the evidence
and the reviews of the published material provided

t hat those questions could not be answered on the
basi s of adequate evidence, so they chose to answer
di fferent questions.

| wll stand for correction from ny

esteened panel nenber at any tine he so chooses to
correct a statenment | nake.

Initially a presentation was nade for the

entire panel froma Dr. Chertow, who was a
nephrol ogi st fromthe University of California San

Franci sco and who is very active in devel opi ng
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gui del i nes published under the pneunonic K-DOQ,

ki dney dialysis outcones quality initiative, a

mul tidisciplinary cross-specialty group of
specialists in end-stage renal disease. And they
actually addressed a year ago the use of L-carnitine
for mai ntenance dial ysis patients.

And what Dr. Chertow said, and |'m quoting

fromtheir publication on the K-DOQ nutrition and
chronic renal failure docunent, there are

i nsufficient data to support the routine use of
L-carnitine for maintenance dialysis patients. So
this group felt there were insufficient data to
support its routine use for any of the proposed
clinical disorders that | have nentioned above.

A review of literature was done by HCFA,

by nyself, and by M ss Dool ey, the industry
representative on the panel. The alleged benefits in
t he published studies, and you shoul d have been given

a matrix of the summary of published studies for each

of the alleged clinical indications, allege that
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benefits fromL-carnitine were observed in decreased
asthenia, fatigue, cranps, decreased nuscle strength.
That L-carnitine inproved the lipid profile, it

| nproved anem a, inproved cardiac synptons, and
reduced arrhyt hm as.

In sum a review of all of the materi al

provi ded by HCFA and additional material provided by
t he manufacturer was not conpelling to the panel.
There were a nunber of problens with these studies.
In general, the sanple sizes were very small. The
L-carnitine used was begin orally, intravenously and
in dialysate in a m xed fashion across the studies.
For every neasure, every group of signs and synptons
that | have described, the results in any one cluster
were positive, negative or no change. There were no
group of signs and synptons where the predon nant

evi dence was of a benefit.

Even within the individual studies, not

all neasures were used on all patients. WMany of the
studi es showed positive results based on post hoc
anal yses, secondary statistical analyses of the data.

Very few of the studies addressed serum | evel s of
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L-carnitine in patients who were so treated. And

this is inportant. And | will get to the FDA letter

that was distributed to you when | di scuss the panel
del i berati ons.

The panel concluded that the questions

that | have read as posed by HCFA could not be
answered, and one of the nmjor reasons was el aborated
in the letter fromthe Food and Drug Adm ni stration,
and I wll cite just a few sentences fromtheir
approval of this drug for intravenous use in ESRD
patients for the prevention and treatnent of

carni tine deficiency.

The FDA said, clinical manifestations of

carnitine deficiency generally do not ensue until

| evels fall to | ess than 20 percent of nornal. They
go on to say that the data support the efficacy of

I ntravenous | evo-carnitine in increasing, maintaining
or increasing carnitine serumlevels. However, they
do not support inprovenents in clinical status or

exerci se tol erance, not do they provide convincing
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evi dence for decreases in BUN, creatinine,

phosphorus, for increases in hematocrit, decreases in
hypot ensi ve epi sodes.

So basically the panel was on the horns of

a dilemma. They could not answer the first question

posed by HCFA, i.e., is there adequate evidence that

the adm nistration of L-carnitine is effective in

clinical conditions or outcones in patients with ESRD
on henodi al ysi s because the FDA docunent clearly

i ndi cated that on the basis of the information
provi ded by the manufacturer, the FDA was only
willing to say that it was effective in maintaining
or increasing carnitine levels. Fewif any of the
studies directly related serumcarnitine levels to
carnitine adm nistration and inprovenent in the

al | eged out cones.

So the panel was not confident that in

fact carnitine deficiency, although they believe it
exi sted, was defined in the published literature.
They went back and recall ed sone of the people who

gave testinony, specifically asking the question
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about a definition of carnitine deficiency, and did
not receive a definition satisfactory to them

At the sane tine they believed that the

publ i shed data did include studies that showed that a
subpopul ation of patients did in fact appear to
benefit, that is, they had either inprovenent in
clinical status or decrease in signs and synptons
associ ated, putatively associated with carnitine
defi ci ency.

Because of that, their recomnmendations as

witten in the copy of the mnutes you have received

were three. First, they recommended that CMS or HCFA
establish a mechanismto define carnitine deficiency
in the ESRD pati ent popul ati on, because they believed
t hat the published studies were adequate to show t hat
such a condition exists.

Secondly, they concl uded there was

adequat e evidence that indicated sone patients
benefit fromlevo-carnitine but that these couldn't

be identified either prospectively or retrospectively
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fromthe published data. They reconmended t hat

Medi care establish rational guidelines that could
identify this patient population. That again was a
unani nous vote.

The panel did believe that the published

i nformati on was adequate to conclude that there was
no evidence that the route of adm nistration,

I ntravenous, oral or put in dialysis fluid, was
|ikely to be or could be an inportant factor in the
use of L-carnitine therapy.

The issue of clinical safety did not

appear in any of the published |iterature but the
manuf acturer testified that they believed that the
oral formuniquely could be netabolized to
potentially toxic netabolites and they were asking

the FDA to insert such a warning in the | abel of the

oral formof carnitine. At that tinme and to ny
current know edge, the FDA has not done so.

So again, in sumary, the panel concl uded

that it was appropriate for CVM5 to establish a

mechani smto develop a definition of carnitine
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deficiency in the ESRD pati ent popul ation. That

t here was evidence that sone patients benefitted from
the adm nistration of |evo-carnitine in any dosage
formand that Medicare coverage, and | don't know if
this in fact is sonmething we're legally able to do,
but the panel concluded that Medi care coverage shoul d
be provi ded upon establishnment of rational guidelines
that identify the patient population. And finally
concl uded that the route of adm nistration does not
appear to be a relevant factor in any benefits that
may accrue from exogenous | evo-carnitine.

DR. SOX: Thank you very nuch,

Dr. Hol ohan. We next we will go on to comments from
menbers of the audience. W don't have any schedul ed
public comment, but if anybody here would like to go
to the m crophone and nake a comment, they shoul d do
so. Be sure to identify yourself, your affiliation
and anything we need to know that m ght help us to

i nterpret your work, |ike potential conflicts.

MR MEHRLI NG |'m Ken Merlin, the chief
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operating officer for Signma Tau, who is the

manuf acturer of Carnitor, and | just wanted to state
t hat the package insert has been changed to include
t he precaution of extended periods of tinme using high
doses of oral carnitine is not recomended in
patients with severely limted renal function. That
is in the current package insert, which has happened
after our neeting.

DR. SOX: Thank you very nuch.

DR. HOLOHAN:. Did you happen to bring

copi es.

MR. MEHRLING | can have them provided.

DR. SOX: Does anybody el se wish to go to

t he m crophone to comment? In that case, it's tine
for nmenbers of the commttee to discuss these three
notions and I think just to try to be systematic
about this we will go through them one by one. The
first one is, CM5 to establish a nechanismto define
carnitine deficiency in the ESRD patient popul ati on,
because there is adequate evidence that such a

condi tion exists.

Wul d anybody |ike to raise guestions
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about this, or clarification, because we're going to
be asked ultimately to approve this statenent?

Maybe | could ask a question, Tom \Wen

you said establish a nechanism what were you

t hi nki ng about, a blood test or sonething like that?
DR. HOLOHAN: No. In fact the belief, and

| stand able for correction if | msinterpret the
panel's concept, | think the panel believed that in
fact carnitine deficiency can and probably does exi st
i n some patients who are end-stage renal disease
patients. At the present tine, there is no nmechani sm
based on the testinony or the avail abl e publi shed
evidence that could identify and define carnitine
defi ci ency.

The FDA defined it to alimted extent in

their approval letter when they said the clinical
synptons are unlikely to occur below a serum | evel of
20 percent, but serumlevels were not represented in
t he published evidence. So |I think the panel was

encouraging the CAg to bring together a group of
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experts in end-stage renal disease and nephrol ogy to
hel p define for purposes of coverage determ nation
exactly what is neant by carnitine deficiency.

| don't want to keep going on, but nmany of

t he published papers presuned that signs and synptons
t hat patients have were ipso facto due to carnitine
deficiency and the panel was very unconfortable with

accepting that.

DR. SOX: So you're basically calling for

sonmebody to conme up with a case definition that can
be used not just for coverage, but for studying the
probl em and identifying who has it.

DR HOLOHAN:  Yes.

DR SOX: Bob?

DR. BROOK: | amtrying to put your

recomrendati ons together with the letter from David
Oloffi, fromthe FDA. Let ne see if | understand
this issue as clearly as | can. Sone people are
going to get this condition, everyone agrees, and
there is obviously data that sonebody is going to get

this condition, if nothing el se, through | osses under
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dialysis. | nean, that's the first sentence of his
st at enent .

DR. HOLOHAN. No, he says can.

DR. BROOK: Yes, sone, that's what |'m

sayi ng, sone people will get this.

DR. HOLOHAN: No, he doesn't say sone

will, he says patients can. | don't see that as the
sanme thing.

DR. BROOK: Ckay. So sone peopl e can get

t his.

DR HOLOHAN:  Yes.

DR. BROOK: Ckay. They've also defined

the I evel, they consider that you don't get clinical
mani festations of this deficiency unless the |evel
falls to |l ess than 20 percent of nornmal.

DR. HOLOHAN. That's what he says.

DR. BROOK: Now your first statenent said,

CVMS shoul d establish a nechanismto define it. Does
t hat nean you didn't find evidence to accept that

definition?
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DR. HOLOHAN. No. What | tried to convey,

perhaps inefficiently, was that few of the studies,
and if you want the precise nunbers | can get them
for you, but few, a dramatic mnority of the studies
actually nmeasured serum |l evels. Mst of the
publ i shed data presuned that signs and synptons that
patients had were due to carnitine deficiency and
they were either given carnitine in a case control
study, a cohort, a random zed trial, but serumlevels
were not avail able to us.

DR. BROOK: Let ne see if | can follow

Wiy did the panel not just say, instead of CM5 shoul d
establish a mechanism why didn't they just adopt the
mechani sm suggested in this letter?

DR. HOLOHAN. They were not confortable

doing that. Bob, do you want to nmake any additi onal

coments as to why?

DR. BROOK: But it was di scussed and
peopl e weren't confortable, so there needs to be --
DR. HOLOHAN: It was discussed and the

panel i sts brought up sone of the people who testified
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back to the m crophone to ask them specific questions
about whet her they woul d accept a specific serum

| evel , and there was general unw | lingness anong the
peopl e testifying, nephrologists and spokespersons
for di sease groups, to accept a serum/| evel.

DR. BROOK: So what gui dance woul d you

give CM5 right now to carry out, nunber one, how
woul d they do it, or that's up to then?

DR. HOLOHAN: | think we -- well, you w |

have to ask Sean what his view was. | think the
bel i eve of the panel was that HCFA, CMS should bring
t oget her a group of people with expertise in this,
some of whomtestified, and devel op a consensus on a
definition of carnitine deficiency. That could be
sinply serumlevels or it could be conbinations of
serum |l evel s and signs and synptons, but probably not
just the presence of signs and synptons.

DR. BROOK: Ckay. Now can | just ask one

ot her question. Regarding nunber 2, there is another
really very strong statenent in this letter fromthe

FDA, it would be therefore, unethical to subject
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patients to the risk and disconforts of frank
carnitine deficiency in a study designed to assess
the clinical benefit of supplenentati on because of
the safety of suppl enentation.

DR. HOLOHAN. Ckay.

DR. BROOK: So when you said, and when you

revi ewed these studies and showed that in all
patients in ESRD, the routine use shows, you nade a
comrent that there was no evidence to support that
routi ne use woul d benefit people with any of these
out cones.

DR. HOLOHAN. That's what the Kidney

Dialysis Qutconmes Quality Initiative said.

DR, BROOK: Ckay. Now what | don't --

DR. HOLOHAN:. The panel concl uded that on

t he basis of the published data, one could not
conclude with any at degree of certainty that

suppl enmentation with I evo-carnitine in any form PQ,
IV or in the dialysate, significantly inproved the
clusters and groups of signs and synptons that had

been all eged by the authors of those papers to be due



22 to carnitine deficiency, i.e., anem a, weakness,
23 ast heni a, cranps.
24 DR. BROOK: Could not?
25 DR HOLOHAN: Correct.
00116
1 DR. BROOK: Ckay. So when you say there
2 | s adequat e evidence that sone people benefit, the
3 | anguage in here is it would be unethical to take --
4 there's go to be in this population a group of people
5 can devel op, so you say nunber one, that there are
6 people, and so if you have these people in this
7 popul ation, presumably they woul d benefit from
8 suppl enment ati on, but what is the evidence? I|s the
9 evi dence based on ani mal nodel s? What is the
10 evi dence based upon, because here it says it's
11 unet hical to random ze people. What --
12 DR. HOLOHAN. | agree with that, but I
13 don't see anything about random zi ng peopl e.
14 DR. BROOK: No. You say there's adequate
15 evidence. And you just said that the studies didn't

16 show that, and so what |'mindicating is where does
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t hat evi dence cone fronf

DR SOX: Wwell, let's -- I"'mtrying --

Bob, if you could defer that question until we get

t hrough the first one.

DR. BROOK: Ckay. | was just trying to

put themtogether in sone sense.

DR. HOLOHAN: | think I can answer that

qui ckly. Wen | was summarizing the clinical trials,

| pointed out that the panel concluded that in sone

of the trials there appeared to be a subgroup of
patients, nostly identifiable retrospectively, that
di d appear to have significant inprovenents in signs
and synptons, be it anem a, nuscle weakness,
asthenia, cranps. The panel believed, nost of the
panel believed that in fact there was a strong
suggestion that there nay be a mnority, a subgroup
of patients who m ght benefit that at the present
time cannot be easily prospectively identified.

DR. SOX: Dr. Wiyte is going to try to

provi de sone information to hel p us.

DR. VWHYTE: [|'m John Whyte. |'m one of
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t he physicians in the coverage group. What | wanted
to clarify on point one was Dr. Hol ohan had nenti oned
how t here was nodification of the questions that we
originally presented to the panel, and we were not

pl anning to ask as one of the questions, how do we
define carnitine deficiency, so we did not provide
information as to what we woul d consider carnitine
defi ci ency.

So that's why you may see the panel

tal ki ng about that they do not feel that there was
adequat e evidence to define carnitine deficiency and
t hat woul d have been because we didn't provide that

I nf or mati on.

We have had nultiple discussions with the

FDA as well as others, and | am not prepared today to
tal k where we are in decision making, but certainly
we feel at a staff |level that we have enough

i nformation to define carnitine deficiency. So |

just wanted to provide as background the reason why

you may have this point is because we didn't provide
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the informati on, because we weren't planning to
answer that question.

DR. HOLOHAN:. Right. | think, just to

el aborate, the panelists believed that nost of the
publ i shed data presuned that because patients were on
chronic dialysis and it was not unreasonable to

beli eve that you can renpve carnitine in
henodi al ysis, there was a presunption on the part of
the authors of the papers that in fact the patients
subject to their study had carnitine deficiency. And
in looking at the totality of the evidence, the panel
was unwilling to nake that leap of fate, particularly
in view of the FDA approval letter that tal ked about
a serum |l evel which rarely appeared in any of the
publ i shed st udi es.

DR. SOX: Al an?

DR. GARBER | think one of the reasons

this is alittle bit hard to sort through is first of

all, | think the recomrendation 1 should be subsuned
under recommendation 2, that is, identifying

subgr oups who woul d benefit. The issue is not really
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whet her the carnitine deficiency per se causes the
synptons; the issue is does carnitine supplenentation
hel p these synptons. And from what Tom has said, it
may not be that clear that you can use the carnitine
| evel to determne who is nost likely to benefit. It
may be there should be sone other selection criteria,
and to answer nunber 1, that CMS shoul d devel op
criteria based on carnitine is to presuppose that the
carnitine | evel defines the subgroups who benefit.
And given that sone of these trials didn't

even neasure the carnitine level, not to nmention that
they didn't clearly and consistently denonstrate
benefit, it seens to be junping too quickly to a
conclusion that carnitine is the issue.

And | have to admt, | amalso confused by

the FDA letter, where it says the clinical

mani f estati ons do not ensue until levels fall to |ess
t han 20 percent of normal, but then the clinical team
| eader's note at the bottom basically says that there
IS no evidence that carnitine supplenentation

| nproves synptons, what it does is raise carnitine
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| evels. So how they, the FDA has given a rather

tepid approval to this, saying that it's |ike giving
sodium nay rai se serumsodiumlevels if there is sone
problem w th your auto regul ation.

But it seens to ne the first question has

to be nunber 2, and | don't see how CM5 can be
expected to develop carnitine criteria unless they
know that the carnitine | evel defines subgroups who
woul d benefit.

DR. WHYTE: | don't disagree with that

statenment. The only point that | wanted to make was
to make sure people knew, part of the reason why they
didn't have adequate evidence addressing point 1 is
because we didn't provide that information, and
that's the point that | wanted to nake cl ear.

DR. GARBER  But does it exist?

DR. WHYTE: There is a body of literature

t hat di scusses exactly those points that you tal ked
about. W didn't provide all of that information to
t he panel, because that originally was not one of the

| ssues that the panel was going to address.
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DR. SOX: Any other discussion on the

first iten? | hope nobody is planning on rewiting
t hese recommendati ons too severely, unless it really
| ooks i nportant.

Let's go on then to nunber 2, there is

adequat e evidence that indicates that sone patients
benefit fromL-carnitine. Upon establishnment of
rational guidelines that identify this patient
popul ati on, Medicare coverage shoul d be provided.
Speaking for nyself in review ng the HCFA

review of all that evidence, | was hard pressed to, |
was surprised to see this statenent, because it

| ooked to nme as if studies weren't consistent in
their results, the effect size were relatively small,
as you already pointed out, Tom studies often

i nvol ved relatively few patients, and so | thought,
|"m surprised that the panel actually nade this
statement. So maybe you would |like to comrent on
that and there may be other things that we wll also

want to talk about with this statenent, but let's
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start with that one.

DR. HOLOHAN: Well, I'mnot going to

phi | osophically disagree with you, but let nme put
nyself in the |oafers of one of the panel nenbers or
any of the panel nenbers. |If you |ook at the chart
on the effect of carnitine on EPO requirenents, |
only found three studies that were fairly recently
publ i shed, and one showed no change, but two showed
EPO requirenents decreasing, in one case in 8 of 19

experinmental group of patients, and in the second

study EPO requirenents decreasing in 7 of 13. |
bel i eve that the panel nenbers concluded fromthese,
and studies in your charts on exercise capacity and
strength, asthenia synptons, et cetera, that there
could be a pony under all of this other material, and
that perhaps if patients were selected well
prospectively, you could have identified which 8 of
the 19 did in fact benefit fromlevo-carnitine.

| think there were enough studi es where

smal | proportions of patients showed in sone cases

not uni npressive inprovenents in either hematocrit,
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exerci se capacity, reduction in fatigue, et cetera,
and they were unwilling to cast aside the possibility
that there was a potentially identifiable group of
patients who m ght benefit.

Have | m sstated the belief of the panel ?

DR. MJRRAY: | wasn't there.

DR HOLOHAN: OCh, I'msorry.

DR. FRANCIS: | wasn't there, but can |

just understand this. There was adequate evi dence
t hat soneone benefits but inadequate evidence as to
whi ch patients those are, or inadequate evidence
about our ability to identify prospectively?

DR. HOLOHAN: | have read through the

transcript several tinmes and | don't think anybody on

t he panel ever quite phrased it that way. | think

t hey believed that the published data included
studi es that showed that small proportions of
patients showed a benefit, that the data were

i nsufficient to conclude that it should routinely be

used on all ESRD patients, but maybe, just maybe it's
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possible to identify prospectively those people who
woul d benefit. Maybe this benefit in 7 out of 13
wasn't just chance.

DR. SOX: Wade, | think you were next.

DR. AUBRY: |I'ma little bit confused

about the dosages, and maybe this is sort of getting
ahead of the question, but if the panel is naking a
recomrendati on on coverage, that would include not
only patient selection criteria but al so sone
recomrendati ons for dosage. It seens |like these
studi es have quite a variability of dosage.

DR. HOLOHAN: You are a naster of

under st at enent .

DR. AUBRY: And so I'mtotally unclear as

to what woul d be an appropriate, you know,

t herapeuti c dose. Even these EPO studi es show
variability.

DR. SOX: Alan, | think you were next.

DR GARBER: Well, | don't think that the

fact that only 8 of 19 or 7 of 13 benefitted neans

that this has to be targeted. If this is an
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| nportant benefit to reduce EPO requirenents, then

t hese studies seemto establish it. So I don't think
we could hope to in every study to find the subgroup
that has the greatest benefit. The questionis, is
this statistically significant and if the answer is
yes, well, this is related to that question, was this
the primary end point for these studies, and do we
take this seriously and were there offsetting adverse
effect.

But the issue in interpreting these

studi es, yes, these were significant and yes, there
was a prospectively defined end point, and there were
not offsetting adverse effects, then the real issue
becones how do you duplicate the popul ation that was
entered in these studies, not so much how do you find
t he subgroups within the study that got the greatest
benefit. Because 50 percent of the people got a
reduction and the nean reduction was about a third
for the experinental group, so that sounds |like a
fairly large reduction if you think EPO requirenents

I's an inportant end point.



24 DR. SOX: O her comments? Sean.
25 DR TUNIS: This is sort of related to
00125

1 Al an's point on the EPO requirenents, but also

2 Dr. Hol ohan wanted to clarify with you was that the

3 original gquestions that were posed to the panel

4 actually broke down into the specific indications of
5 whether there was adequate evi dence that

6 suppl enent ati on was effective in EPO resistant anem a
7 and fatigue, in nuscle cranps, et cetera,

8 I ndi vidual |y broken down; is that right, John?

9 DR. WHYTE: That's correct.

10 DR, TUNIS: So | believe again, correct ne

11 if I"'mwong, but | believe that the panel decided

12 not to answer those questions specifically because in
13 part they felt that taken individually, for no single
14 i ndication did they feel that the evidence net this
15 adequacy criteria. And again, |I'mposing that as a
16 guestion as opposed to, because that's ny

17 recol l ection, including the review of the evidence on
18 EPO resistant anema. Tom is that your

19 recol l ection, or anyone el se?
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DR, HOLOHAN. It is.

DR. TUNIS: So | think that then, that's

what led to sort of the second recommendati on of the
panel which is while no individual indication did
they feel that the evidence rose to the | evel of

adequacy, they felt that in aggregate there was

sonmething there. | don't know if anyone tal ked about
a pony specifically, but that there was sonething
there. And that's ny own recollection of the

di scussion, but if John or anyone else from Sigma Tau
or others had a different view, we should hear about
that as well.

DR. BROOK: I'ma little confused. Wy

did the panel not just answer the questions no and
then go on to other -- I'mtrying to deal with
process here and i nprove the process. There were a
few questions that were posed. It sounds |ike you
answered no to the evidence questions that Sean just
tal ked about; is that correct?

DR. HOLOCHAN: Yes.
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DR. BROOK: Wiy are they not in the

recomrendati ons of the panel? Wy did the panel not
vote on thenf

DR. TUNIS: | think the panel asked not to

vote on them

DR. BROOK: Well, I'"'mreally wondering

about the process. W're being asked to provide an
advi sory function to HCFA. | nean, | thought Rand
was the only person that cane in and changed the
entire question and context, and then wondered why we

never got any busi ness.

(Laughter.)

| nmean, the question here is that we're

asked to answer sone questions, and |I'm being serious
about this. |Is there part of the mnutes of this

t hi ng that ought to be brought forth in the sumary
here of what was proposed, that would state that
either the panel did not -- it was obvious by intent
or consent that the evidence wasn't there to answer
any of these questions, and therefore we can be

confident that the answers to the original questions
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t hat CMS proposed is no.

DR TUNIS: Well, let nme just nmake one

comrent in terns of the process, and naybe soneone
can answer the question about the sense of the
mnutes. But if you recall, there was a previous
epi sode in which CMs diligently stuck to the
guestions and forced the panel to answer themw th an
unsati sfactory result as well, which was that the
panel sort of rebelled or made their feelings known
in terns of the feeling that the questions were too
constrained. Maybe this is deviation too far in the
ot her direction, but the feeling was we had a bad
result fromforcing questions on the panel that they
felt in sonme way --

DR. BROOK: |I'mnot arguing that they

can't answer other questions, but we saw the probl em
t hat occurs when you begin to answer other questions
i f the evidence has not been summari zed.

DR. TUNIS: Right.

DR. BROOK: And what I'mtrying to get at



6 Is the process here but before we get -- the first

7 | ssue here was, it sounds |like they cane close to

8 suggesting that the questions, regardl ess of whether
9 t hey' re good or bad questions, there was not evidence
10 to answer them and the evidence was insufficient.
11 DR. TUNIS: That's ny recollection, again.

12 Tom do you want to tal k about that?

13 DR. BROOK: And then John said that in

14 answer to question nunber 1, which the panel

15 recomrended, he was concerned to get on the record
16 that the reason that there may be, there may be nore
17 evidence to answer question 1 than currently the

18 panel had avail abl e when they deliberated. And I

19 just want to, | nean, there seens to be a process
20 probl em here. | have no problemw th these
21 recomrendations. | nmean what I'mtrying to get at is

22 t he process problem

23 Now on recommendation 2, | have anot her

24 guestion. |If they voted that there is adequate

25 evi dence that sone patients would benefit, don't they
00129

1 need to state as they did on the first panel, the
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ot her panel, what's that based upon. It sounds |ike
It's based upon hunches that within the trials there
are subgroups of people that seemto benefit, but
there was not a subgroup statistically specific

anal ysis to support that, but there is clinical |ogic
to support that, and that's the reason that they
concluded that there is adequate evidence. | nean, |
amjust trying to lay out what the rationale, what

t hey believe the | evel of evidence or effectiveness
was in terns of to say that there is adequate

evi dence.

DR. HOLOHAN: Let ne read a few statenents

from our designated nephrol ogi st panel nenber that
may give you a flavor of that. Dr. Paganini says, |
have been sort of inpressed and uni npressed strai ght
through. | cane in with a fairly open mnd. 1In the
clinic where | practice there are sone fol ks who use
it and sone fol ks who don't, and it seens to be used
nostly in subgroups of patients that are on dialysis
that you tried everything el se and why not try this.

In reviewing the literature, | was relatively
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uni npressed with the outcones that were purported.
However, he goes on to say in a discussion

with one of the people testifying, no, | think what

|"'mtrying to do, honestly, Joel, is | think that
carnitine may in fact have sonme significant

| nprovenent effect in sone patients, and I'mtrying
to get a handle on who those patients are. And by
what you listed here, and | know this is not supposed
to be a debate, but what you listed here, | can |ist
for just about all the patients | have ever cone in
contact with on dialysis, and yet the literature
doesn't seemto support that. So I'mjust trying to
get a handl e on who that subgroup m ght be that would
truly benefit and whether or not there is information
out there.

DR. BROOK: Did anyone question why the

FDA said it would be unethical to actually do a study
to answer the question, to find a subgroup? This
statenent says that -- | nean, if this went through a
human substance conmttee, we are in deep doo-doo,

because this statenent says that what you have told
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me i s that nobody has prospectively identified a
subgroup of patients that have a higher |ikelihood of
benefitting fromit, and then random zing themto

| ook at sone of these outcones that HCFA was

i nterested in understanding the effect of. And when
you do it across the whole board, you find

Wi shy-washy results. | nean, that's sort of what |

heard you say, and everyone agreed to that.

And then in light of that, | find this

thing very disturbing, that the FDA says because this
Is a basic -- where it -- it's unethical to subject
patients to the risk and disconforts of frank
carnitine deficiency in a study designed to assess
the clinical benefit of this supplenentation because
it's an essential netabolic internediate and that
regardl ess of cause can be a serious and life
threatening condition. Now, is there evidence that,
and that's the part that I'"'mmssing, is there
evidence that if this value or sonething gets | ow

enough that this is a life threatening condition?
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DR. SOX: John?

DR. WHYTE: | mssed part of your question

as | was trying to find the original questions, but
the coments that | wanted to nmake, Dr. Brook,
relating to issues of process froma staff level is
we provided the panel with a ot of information and
as Dr. Hol ohan pointed out, we broke it up by certain
types of indications. And part of your issues
relating to process, that may be too many questions
for the panel to answer for each particul ar

I ndi cati on. \Whatever the point is about that, what I

have to enphasize is that the panel did not vote on

t hose questions and it probably should not be
presunmed by this commttee that by not voting on

t hose questions they voted no or said anything about

t he adequacy of the evidence.

In ternms of the information we provided to

t he panel and what we were trying to sort out, the

I ssues are simlar to what Dr. Garber nentioned a few
m nut es ago about how |l evels correlate with synptons

and what's the appropriate neasure. Just from a
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staff level, part of the issue relating to levels is
what we want to consider. |If we operationalize a
policy, there are sone issues of a level helps us to
have sone indication of how synptons inprove.

But the inportant point that | wanted to

make, again, was that it shouldn't be assuned that
because they didn't vote on the questions, that they
felt that there was not adequate evidence to answer
t hose questi ons.

DR. SOX: Dai sy.

DR, ALFORD-SM TH: | still don't quite

under st and how questions are presented to a panel,
and they fail to respond in any way.

DR. WHYTE: | can tell you, Dr. Smth,

this isn't the first tinme, as Dr. Tunis pointed out,

that it's happened. It's happened on other panels as

wel |, and part of what we tried to do is to give the
panels flexibility based on the discussions that
happen at the panel neeting. Just to tell you

process froma staff |evel internally, we think about
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what the questions need to be, and we devel op the
guestions in consultation with the chair and the vice
chair of the panel, and then we present the
guestions. Sonetines during the discussion of the
neeting other points are brought up, and that's
partly what happened at this neeting, that the panel
decides to nodify them

And you bring up the point, maybe we

shoul d force the panel to vote on the questions we
originally asked, but as Dr. Tunis has pointed out,

t hat has not al ways been optimal either.

DR. ALFORD-SM TH. Here is a second part

of the question. Based upon the responses to the
guestions that they chose to answer, did that prove
to be beneficial to you?

DR. WHYTE: Since the panel neeting, we

have continued to do a |l ot of research on the topic.
And what | can tell you, it was beneficial because
what the panel has basically said is they want us to
define what is carnitine deficiency, and that is

sonet hing that we were working on prior to submtting
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t hese questions to the panel, so we are continuing to
work on carnitine deficiency, and what | would say is
that the panel has sensitized us to the inportance of
that. As Dr. Garber points out, there may be nore
than one way to identify patients with carnitine
deficiency but not sonething that we're doing.

And then the other point we talk about is

t he second point about there's adequate evidence that
sonme patients mght benefit, because they viewed it
in the aggregate that sone patients benefit, and that
we needed to nore work based on the literature, or
per haps presentation of data, to identify that
patient population, and that is sonething that we're
doi ng.

So | think these recommendati ons actually

are things that we have been working on since the
panel neeting after getting a sense of where the
panel thought we shoul d be going.

DR. ALFORD- SM TH: Last questi on.

DR VWHYTE: Sure.

DR. ALFORD-SM TH: Again, once we respond
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to their recommendati ons, should they be able to
answer the original questions?
DR. WHYTE: | think they will answer the

ori gi nal questions.

DR. ALFORD- SM TH:  Thank you.

DR. SOX: Randel ?

M5. RICHNER: In ternms of process, | think

this discussion both fromthe PET discussions earlier
and now this, once again, it really highlights how we
have to work on process this afternoon, and |I'm
hopi ng that we will have a chance to do that. | have
actually asked Connie to nake copies again of the

gui delines so we can go back to the issue which is
very fundanmental to all of this, is what questions
need to be asked of the panel and how does t hat
process work and who has input into those questions
al ong the way, and how are these defi ned.

And then further, in terns of what are --

i f Sean, the Executive Conmttee is sort of stuck in
t hi s conundrum of having to do the ratification of

t he panel discussions until we can fix BIPA and so
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that we don't have to go through ratification
anynore, then Leslie and |I talked at break, what is
our remt then in ternms of ratifying their decisions?
Is it about |ooking again at the evidence or is it
about how the process went within the conmttee and
how t hey nade their decisions? Because we're going
to end up going into a spiral again on this carnitine

issue if we're |looking at the evidence, or if we're

| ooking at the process. So Sean, we need your

gui dance here.

DR. SOX: Well once -- we're going to stop

havi ng any sort of approval function after this
neeting, but we still have a function to oversee the
process the panels undertake and to be sure that they
foll ow process, that they report in a way that people
can understand the logic that links the evidence to

t heir conclusions, and generally to have an oversi ght
function that | hope that we are very active about,
because | think it's an very inportant role for this

group here. And | agree with you, | think there are



13 sonme holes here, and that there is a job for us to
14 do.

15 This statenent here which at |east |

16 didn't see until today, doesn't give any kind of

17 flavor for the discussion of what the original

18 guestions were, why they decided to abandon those

19 guestions, which I think is their privilege. W nay
20 criticize that on the basis of their reasoning for
21 abandoni ng them but we're left with a very skel eton
22 docunent that doesn't give any sense of either the
23 process or really the rationale for the final

24 recomrendati ons, which we're learning during this

25 di scussi on but personally | think we ought to be
00137

1 seeing them before we get to the neeting. John.

2 DR. FERGUSON. As sone of you know, | was

3 di rector of the consensus programthe NIH for 11

4 years and the program has existed for 25 now. And

5 the crucial thing besides the conposition of the

6 panel was the fornul ation of the questions which the

7 panel was asked to address. And the planning

8 comm ttees always spent nearly a day, at least half a
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day fornul ati ng those questions, and that was a
fairly high powered group. And every panel,
virtually everyone wanted to change the questions or
at | east sone of the questions once they got to the
consensus conference, and we nmade it a standard rule
t hat the questions could not be changed.

Now, | would suggest that fornulating the

guestions for which these panels are going to be
asked to address is a very very inportant thing and
the wording is terribly inportant, and that possibly
some of our input, certainly the panel chair's input
could be, and getting a review of those questions
once CV5 has formul ated them

DR TUNIS: | would just enphasize, HCFA

spends a trenendous anount of tinme working on these
guestions. But as you know, part of the reason we

refer a small percentage of issues to the coverage

advi sory commttee is that we find the issues to be
conpl ex enough that in fact we cannot guarantee that

t he questions are perfectly fornmulated. |[|f we could,
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i ssue in the first place.

In the case of the PET for breast cancer,

| think the panel made a very intelligent refinenent
of a question by breaking it into two pieces and that
was arrived at by a careful review and di scussion of
t he evidence that is the function of the MCAC in the
first place. So | don't think there is ever going to
be a way that we can guarantee, no matter how caref ul
the process, that we will get the questions
perfectly.

And | don't agree that we shoul d never

consi der changing the questions once we get there,
because again, it assunes that we knew nbre going
into the neeting that than we have | earned during the
neeting. And this isn't the NIH consensus process,
this is a coverage advisory commttee, it's a
different process, it has a different function. So
you know, | think that part of what is going on here
Is part of the process that needs to go on, which is
you know, dealing with difficult issues and a

difficult process.
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So you know, whether or not this is the

way it should have worked and that we shoul d have
changed these questions, is obviously open to

di scussi on.

VWhat | also do want to point out is in

ternms of the function of the Executive Committee
related to the panels, it was a | egal requirenent

t hat we have an executive conmttee reporting to CVS5,
so the purely technical reason behind it was that
panel s woul d report to the Executive Conmttee out of
necessity, not because anybody thought that was the
perfect process. Since we have the ratification
function we have to figure out what to do with it,
and | think you need to understand that we take the

| nput and di scussion of the panels and even if the
Executive Conmttee conpletely cane to a different
concl usi on doesn't nean that we don't pay attention
to what the panel said. W take into account what

t he Executive Conmttee says in addition to what the

panel says.
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So it's all, you know, recommendatory or

what ever the word is, advisory, that's a better word,
t hank you. And so | just don't think you have to
worry quite so nmuch about, you know, whether this is

an undermning of the panels. |It's all additive to

the input that we get fromthe panels.

DR. SOX: Yeah, but transparency is

i nportant in public affairs and when you get a
docunent that is so opaque as this one, we're not,
it's our job to be sure that panels are accountable
to us and the public, and part of that is explaining
their reasoning if they go off in a different

di rection.

M5. RICHNER. There is just one thing |

want to add. The problemis that if we should send
t he deci sion back to the panel once again, we have a
time issue, and that could prolong this process
exponentially. |'msure Barbara was a little
concerned that this was going to go back to panel, as
we all were, so we have to take that into account as

well, Sean. | agree, and | respect that you're
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taking all of this in as an advisory kind of issue,
but process could lead to a very very long tine
associated with this, so we have to be very cogni zant
of what we recommend and advi se, and how we ratify

t his.

DR. SOX: | just want to rem nd us that

while we're getting off into inportant general

di scussi on of process, that we aren't going to go to

| unch until we deal with these recommendati ons, so |

do want to nove us back fairly quickly to
recomrendati on nunber 2 and whether it's phrased, you
know, whether we should have it stand as it is. But
why don't we take a couple nore questions on the
general issue.

DR. BROOK: Hal, let ne just nake two

comrents. The first is that what Barbara's group did
was to split a question and then vote on both parts
of it, and that's fine, and we know how to make t hat
in the record transparent. | can't tell from

nunber 2 whet her what Tomls group did was to take the
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I ndi vidual indicators of respiratory, exercise

t ol erance, EPO requirenents and others, and |unp them
together in this vague group called patients benefit
because they couldn't answer the individual questions
and try to lunp themtogether. | amassumng that's
what they did here, because it would be nice if that
was transparent.

Now, what's missing fromthis is the

statenment of how they judged adequate evidence, and |
t hi nk we have to vote no, given our process on
anything that says there is adequate evidence w thout
t he question that Barbara's panel was forced to vote
on, which was, what's the effect, how did they get to

that | evel, what's the evidence based upon, sone

statenent in the mnutes to nake it transparent. W
seem to approve w thout discussion anything that says
there is insufficient evidence or inadequate, we
don't spend a lot of tinme on those things.

So |I'' mwondering whether, Tom there is

stuff in the mnutes, or the transcripts, that you

can add sonething to this that would say we based
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1

adequacy on the followi ng, so that there is sonething
here that woul d explain how you judged adequacy of

evi dence agai nst the process that we put together.
Can we add two or three sentences here?

DR. HOLOHAN. It's possible, but I can't

guarantee that that woul d be satisfactory.

DR. SOX: Maybe | can say it a little bit

differently than Bob. Adequate ought to nean nore or
| ess the sane thing regardl ess of which panel is
reporting on which issue, and if we all ow adequate to
t ake on whatever neaning the panel chooses to inpose
on it in the course of a discussion, you know, we
don't have a good process. And you can say adequate
and then give qualifiers that indicate it really
isn't quite up to the usual standard, but we're going
to have to learn how to be consistent from panel to
panel and di scussion to discussion in how we use

really inmportant words |i ke adequate evidence.

DR. HOLOHAN:. The transcript does reflect

ny reading the summary of the definition of adequate
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evi dence based on the material the Executive
Commttee provided. |'mnot sure you can follow that
trail clearly through to these concl usions.

DR. SOX: Let's talk about this. Do we

sinply want to | eave this stand? Maybe | can j ust
rai se a question, Tom Was the inplication that the
evi dence was good enough so that HCFA should go ahead
and provi de coverage as soon as the guidelines are
created wi thout any sort of further consideration of
for exanple, your ability to identify which
popul ati on woul d benefit?

DR, HOLOHAN. Well, | thought that was

part and parcel of nunber 2, that establishnment of
rational guidelines that identified this patient
popul ation, i.e., those patients who woul d benefit,
Medi care coverage shoul d be provided.

DR. SOX: And that's sort of based on

things like 8 out of 17 and 9 out of 18 patients
benefitted. Yes?

MR. MEHRLING In going through the

m nutes, and | appreciate the difficulty in

identifying this, but Dr. Paganini actually tried to
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address that specific issue, and he started, you

know, | think you stated correctly what | wanted to
do. I'mvery concerned that if we take all the data
t hat has been presented and has been shown and has
been published, that there are sone very significant
responders in that population that carry the nean of
t hose studies. And if we say that there is no

I ndi cation that carnitine does any good to anybody
based on those studies which are very weak, we are
going to elimnate a significant nunber, albeit not a
| arge proportion, but still a significant nunber of
fol ks that do respond to this therapy and have had
dramati c responses, not only -- and it goes on.

What he was really doing was show ng that

there were sone studi es where the nean was carried by
a small nunber, and they wanted to get at identifying
better who those patients were, although the studies
were statistically significant, and that was part of
t he di scussi on.

DR BROOK: Can | -- what | don't
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understand is if you take a group of hypertensive
patients and you treat them not all of themare
going to benefit from hypertension therapy but the
studi es woul d show that sone do, and we then approve
it for everybody because we don't know up front which

of these wll benefit, because we can't tell which

person with the 95 diastolic will benefit fromthis
drug, and we woul d probably have to give 100 people
the drug to have one person benefit.

Now what |'m asking, fromthe data that

you revi ewed, the panel process, when you revi ewed

t hese studies, did you believe that there was a
statistical case made using our definition of

evi dence, that when they gave this group of patients
this drug that any of these, | don't care, any, all,
collectively, singularly, that any of these benefits
actually were different, indicating that there is
sonme action in at | east sone subset of this

popul ation by providing this suppl enment?

| nmean, the way you presented it, Tom |

got the sense that you didn't believe that, and
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that's what really shook ne up.

DR. HOLOHAN. Well, you've asked two

t hings. You said when you | ooked at all of these
data for all of these indications, did you believe it
was beneficial and the answer was no, the panel
general ly concluded that the evidence was
insufficient for treatnment or prevention of any of

t hose signs or synptons. But then you went on to say
but did you believe there was a subset, and | think

several nenbers of the panel believed there was, as |

gquoted Dr. Paganini's statenent.

DR. BROOK: That was shown by the data,

not that was shown by, | treated three people and

t hey benefitted and the synptons di sappeared. |
understand that. | don't understand -- | nean, do
you believe that there was a subset, or is the subset
so snmall, like one in a thousand, that the sanple
size just overwhelns it wth noise and the studies
have not been able to pick it up?

| don't understand what the panel believed
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about the evidence. Once you tell ne that, then we

can understand when you neant here.

DR. HOLOHAN: | think that was
encapsul ated in -- do you want to read Dr. Paganini's
statenment again? | think that was generally accepted

by nost of the panel nenbers.

DR. BROOK: So |let nme go through this,

that the proportion of people is so snall that the
evi dence for the studies as a whole, all of the
studi es doesn't support it.

DR. HOLOHAN. Are not conpelling.

DR. BROOK: And the reason it doesn't

support this is there are so many people in this
group that don't benefit fromthe suppl enentation,

and therefore the noise of just having those people

t here overshadows this snmall effect that clinicians
have observed in a few very seriously deficient
patients who get better with this therapy, and that
that's the belief, that was how t he evi dence was put
t oget her by the panel.

MR. MEHRLING Dr. Pagani ni was not



7 stating that, and I don't nean to correct but to

8 clarify, that the nmean is carried by the responders,

9 and that you would have a 7 of 15, or a 4 of 15

10 respond, and the change woul d be statistically

11 significant as a group.

12 (I naudi bl e col | oquy, peopl e speaking at

13 sanme tine.)

14 DR. GARBER He's just saying that the

15 benefits are skewed and so the problemw th that of

16 course, is that when you say the benefits are skewed,

17 that's kind of |ike saying that people who do well

18 wth surgery are going to do well with surgery.

19 You're defining by the end point rather than, unless

20 you can prospectively identify that skewed group,

21 because the benefit is not really useful.

22 DR, BROOK: If the drug is conpletely

23 safe, Alan, | beg to differ. If thisis areally

24 safe drug and you don't have to identify who's

25 benefitting if in the whole popul ation basically the
00148

1 nmean | evel of the population is different. Just like
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you treat everyone with diastolics of 95 even though
we don't know who benefits fromthem or not.

(I naudi bl e col | oquy, peopl e speaking at

sanme tine.)

DR. GARBER  But whether it's skewed or

not, if you thought that this was a net beneficial on
an average group of population, then you would say
yes, it's a good thing. You can only take advantage
of the skewness if you can prospectively identify the
subgr oup.

DR. BROOK: Absolutely. Like HCFA has

done with oxygen |ower than 55, or whatever the val ue
I's, we give them hone oxygen, or if you get epogen,

if the value is bel ow sonething on a hematocrit or
anem a, because we believe that those people
benefitted nore. Al |I'msaying here is that you
don't, I mean, did you find statistical evidence, and
|"m pushing it. Wat | don't here fromyou is that
the statistical case was actually nade that any of

t hese studies prospectively identified a subgroup and
that in that subgroup it benefitted. On the other

hand, the stuff that Al an quoted suggested that there
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was responders in terns of epogen. |Is that correct?

And if that's correct, then we have a benefit and we

have a study, and we have evidence, and if we accept
that as a benefit, then we can accept recomendati on
nunber 2.

DR. SOX: |If the evidence that epogen

requirements are reduced is a statistically
significant observation in a recently constituted
patient sanple then we can probably accept the truth
of nunmber 2. W don't have to identify who they are.
DR. GARBER Well, they have to correspond

to popul ations in those studies.

DR. SOX: Right. But at least | haven't

heard the | evel of evidence and the |evel of detail
in this doesn't really tell nme in small nunbers

whet her this was a real, or consistent wth a chance
fluctuation.

Wuld you like to identify yoursel f?

DR. SCHREIBER: |I'mDr. Brian Schreiber.

| "' man assistant clinical professor of nephrology at
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Medi cal Coll ege of Wsconsin. | also ama clinical
nephrol ogi st in charge of 300 dialysis patients in
Wsconsin, and | also consult for Sigma Tau because |
studied carnitine for many years, have published on
It and researched carnitine.

| apol ogi ze for not speaking sooner. |

don't really know the process here, but | do want to

just -- | was at the neeting, | do want to help
clarify sone questions that have been rai sed.

DR. SOX: | do want you to focus on

guestion nunber 2.

DR. SCHREI BER  Absolutely. First of all,

t he actual -- you know, this question, was there

evi dence, was there not evidence, the actual notion
t hat was actual ly passed, was voted on and passed
actually contained the words that there was adequate
evi dence, adequate evidence that certain subgroups of
ESRD patients on dialysis would benefit from

adm nistration of |evo-carnitine. Now, exactly what
Dr. Garber said is what was found.

See, the hearings, the panel actually did
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a very detailed | ook at each of these studies. The P
val ues were significant in many of these studies. A
pattern energed however, where in many of these
studies there were dranmatic responders and it was the
feeling of nmany people that these dramatic responders
were accounting for the positive P values. Yes, they
were positive P values, they were statistically
significant. And we, what happened was | got the
sense frankly, this was a very good panel and

Dr. Holohan ran this |ike the best nmed school

prof essor | have ever seen. He had peopl e | ooki ng

deeper than the questions were asked.

And what happened was peopl e said okay,

yes, it's statistically significant, the P values are
good, but they also are skewed as a very dramatic
group. So shouldn't we say that we should try to
identify this group, that to get this it would be
better if we could prospectively identify this group,
and that's what the conclusion was. It was not

saying that the P values were not significant, it was



10 acknow edgi ng there was a clustering of dranmatic

11 responders. Let's tell HCFA to go to work and find

12 out how to maxim ze the chance of getting that

13 cluster, and that's what the recommendati on was in

14 regards to 2.

15 Can | say one thing about |evels please?

16 As far as the levels in the FDA, there is sone

17 confusion there because the FDA s statenent on

18 | evel s, and this is why the people were a little

19 unclear on levels, refers to primary carnitine

20 deficiency, a condition in children principally who

21 are unable to netabolize carnitine. These were not

22 di al ysis patients, so the |level of 20 percent. They

23 found, the reason the FDA actually approved carnitine

24 is that they found that the nean | evel between

25 di al yses approxi nated that, and so people said well,
00152

1 should we just talk about a |evel ?

2 VWhat Dr. Kopple, who is one of the em nent

3 peopl e i n nephrol ogy and netabolismw thin nephrol ogy

4 poi nted out, and many nephrol ogi sts believe, that you

5 have to | ook at carnitine deficiency and carnitine
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I nsuf ficiency, neaning you have to bal ance the
carnitine according to how many fatty acids you have
to netaboli ze.

And that's what was raised to the

commttee, that you can't necessarily take a |evel

t hat has been examned in primary carnitine
deficiency in children with heal thy ki dneys, and
generalize that to the dialysis population. And they
felt, again, that we had to | ook deeper at that,
because the netabolic needs of the dialysis patients
were different. So that's why it was sent back to
HCFA, to say okay, you get together sone smart people
i n nephrol ogy and you tell us in dialysis patients
how you woul d define that, because the popul ation the
FDA was tal king about in ternms of its |evel statenent
was different. Does that nake it any clearer?

DR. SOX: Thank you.

DR. GARBER |'m just wondering, John

Wiyte told us that they really didn't do an extensive

| ook at the literature on levels of carnitine and so
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on. Is there aliterature that we could turn to that
hasn't been reviewed by MCAC or by the panel that
woul d help you to identify that subgroup of high
responders if you want to call it that, that really
respond well to carnitine supplenentation? 1Is there
a literature, or would this be just the opinions of
experienced clinicians not directly supported by
formal studies.

DR. SCHREIBER  That's a good questi on.

There is not a dedicated literature to that.
However, what we did and what took place actually at
Dr. Hol ohan's direction was | ooking at the studies
and | ooking at the characteristics of studies that
had nore positive outcones and nore negative
outconmes. And what the panel did was then | ook at
the characteristics of the patients, whether the
condition existed and was clearly defined, whether
al ternative explanations for the sane clinical
condi ti on had been | ooked at, and we conpared those
things. And so it was really taking fromthe
studies, trying to extrapol ate that group.

But as far as studies where they started



23 out prospectively with that group, that is within
24 t hose studies, a lot of that information is within
25 t hose studies, and that's where the neeting was
00154

1 directed, to try to extrapolate that, and that's

2 where CMS has al so been directing its attention, to
3 try to extrapol ate, because there's a |ot of data on
4 carnitine, it has been around a long tine, and so to
5 extrapolate fromthe data that's there the best ways
6 to define this group. Wthin the data that's there,
7 you can nmake those extrapol ations, but it's contained
8 wthin the greater literature.

9 DR. SOX: |I'mhoping that a story is
10 energing that is making us nore confortable with
11 nunber 2, I'mnot sure that is true, but | think we

12 do need to nove on, so if we could have a few w ap-up

13 comrents on nunber 2, | don't think we're going to
14 | earn nmuch nore to help us on this. Bob, and then
15 Bob.

16 DR. BROOK: If | could just ask one

17 guestion about nunber 2. D d the panel decide, the
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first part is adequate evidence that sone patients
woul d benefit. What |'masking is did the panel

di scuss when they did this asking the question that
because of the uncertainty of this protocol of

i dentifying patients that Medicare, that CVS should
actually set up nunber 1 and test it, as opposed to a
demand t hat everyone gets full coverage to it? Was

t here sone di scussion of that?

|"mjust trying to get the intent of the

panel out of this, because you go fromthis to that
once we have this, everyone ought to be covered. Do
you think it's unethical, or did the panel discuss
this, that it woul d be reasonabl e once you devel op
this protocol to random ze people? These |ook |ike
very short-termoutcones in terns of EPO, henmatocrits
and henogl obi ns, you know, is this sonething that
everybody ought to be covered that you felt at the
nonent, or how did the panel get fromthe first
sentence to the second sentence, that Medicare
coverage shoul d be provided to everybody?

DR. HOLOHAN: Let ne think about that
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nonsucci nct question. The panel never reached to the
| ssue of whether research should be done, either
sponsored by HCFA or not, to identify that group of
patients. \What the panel believed was that until and
unl ess there were reasonably sufficient infornmation
that could a priori identify patients who woul d be
|ikely to benefit, that Medicare should not routinely
provide this as a benefit to all patients, sone of
whom m ght potentially benefit.

DR. BROOK: | understand that, but how

about the ones, let's say tonorrow they conme up with

this nmechani sm define this nmechanism | just want

to make sure, the intent of the panel was that once
CVM5 does that, that the advice to CV5 would be to
recomrend coverage for everyone that falls into that
gui del i ne.

DR HOLOHAN: Correct.

DR. BROOK: Wthout any further testing.

You didn't think there was a need for any further

scientific data, based on --
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DR. HOLOHAN. Now, the prem se as |

understand it that you have proposed is if in fact
one could reliably identify those patients who woul d
benefit, and the panel believed that it was possible
to do that, that for those patients coverage shoul d
be provided. | would think intrinsic in that is the
belief that the nmechanismfor identifying themwould
be | ess than accurate, so why woul d you have to study
sonet hi ng?

DR. BROOK: So you believe that there is

such a nechani smthat can be done, the data supports
all that and that's the logic behind this
recomrendation. | just want to be clear about that,
the panel in review ng the evidence believes that CVB
can do this, and once it's done, it would be
unethical really to random ze these patients or to

study it any further, it's tine to cover them

DR. HOLOHAN:. | don't think the panel
overtly or covertly expressed the |evel of confidence
in CM5' s probability of success in establishing these

gui deli nes but the panel thought that it was a worthy
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DR. BROOK: So, | nove we ratify all three

not i ons.

DR. AUBRY: Second.

DR. FRANCIS: | need to understand 3.

DR. SOX: Ckay. W're on to 3 unless

there is sonething big on nunber 2. Wade.

DR. AUBRY: This is a point of

clarification. Was it the intent of the panel when
you tal ked about rational guidelines that identify
t he patient population, you also were including in
that rational guidelines for therapeutic dose?

DR HOLOHAN: No, we did not address the

dose. If you look at the little matrix that | handed

out and just | ooked at the dosage, routes of
adm ni stration and dosages, it was inpossible. They
were all over the chart.

DR. AUBRY: Well, I'mnot sure this needs
to be in a notion, but I would hope that CV5 when it
does its review wuld also try to devel op sone

rati onal guidelines for dosage as well, but I|I'm not
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1 maki ng a noti on.
2 DR. SOX: Let's go on to nunber 3, Leslie.
3 DR. FRANCIS: Yeah. | just heard two
4 different things and I want clarification. Does 3
5 say the evidence is sufficient that the route of
6 adm ni stration doesn't matter, or does 3 say the
7 evidence is insufficient that it does, and I thought
8 | heard you say both of these.
9 DR, HOLOHAN. Well, what this says is what
10 it says.
11 DR. FRANCIS: So it's insufficient
12 evi dence about whether the route matters?
13 DR HOLOHAN:  Yes.
14 DR. FRANCIS: So we would want to get nore
15 evi dence about whether it does.
16 Dr. HOLOHAN: But we didn't answer that
17 guesti on.
18 DR. SOX: Any ot her questions about
19 nunber 3? In that case | think it's tine for a
20 notion and a vote.

21 M5. ANDERSON: We actually have a notion
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on the floor, Dr. Brook's notion that we vote on al
three, and Dr. Aubry has seconded it.
DR. SOX: Ckay. Any discussion of

Dr. Brook's notion to approve all three of these? In

t hat case, aren't you supposed to do this?

M5. ANDERSON: This is ny part. For the

record, Dr. Garber is absent for this vote.

And the notion is to approve all three
recomrendati ons of the Drugs Biol ogics and

Ther apeutics Panel. And those who are voting for?
Those who are voting against? And those who are
abstaining? |It's unaninous, with the one absence.
DR. SOX: | note that we're only five

m nutes, and we will resune please, pronptly at 1:30,
because we have a very interesting discussion this
af t er noon.

(Luncheon recess from12:37 to 1:38 p.m)

DR. SOX: | would like to begin the

afternoon session. W are going to spend the next

hour or so reflecting on our guidelines for
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eval uati ng di agnostic tests, specifically inmaging
tests, and Sean is going to lead this off. Ellen
Feigal, from National Cancer Institute, is going to
follow Alan and | wll make sone brief unprepared
comrents, and then we wll have a general discussion,
t he goal being to think about our guidelines for

eval uati ng di agnostic tests and deci de whet her the
results of this workshop mght lead to us want to

make sonme changes. So with that, | will turn it over

to Sean.

DR, TUNIS: Al right. Wll, we decided

to, you know, add this session to discuss the
framewor k for evaluating diagnostic tests, and that
hopeful Iy, you know, people can be sonmewhat nore

I nteractive and controversial than they were this
norning. Especially Dr. Brook, | think you really
need to conme to the fore to a greater extent.
(Laughter.)

DR. BROOK: You realize this is in a

formal set of mnutes?

DR. TUNIS: Yes.



13 DR. BROOK: Can | get severance pay for
14 life fromthis commttee?
15 DR, TUNIS: We will but put that through
16 our process and | et you know.
17 So anyway, | just wanted to give a couple
18 m nutes introduction to how we cane to col | aborate
19 with the NCI and particularly Dr. Feigal on having
20 had a workshop to address the issue of alternative
21 framewor ks for eval uating diagnostic tests. As many
22 of you know, the existing framework that the MCAC has
23 devel oped and is attenpting to apply to nmaking
24 recomrendati ons on di agnostic tests fundanentally
25 works by looking at specific indications for use of
00161

1 t he di agnostic tests one at a tine.

2 So for exanple, we would be |ooking at in

3 the imaging area, we're |ooking at the use of PET

4 scanning for breast cancer, for the staging of the

5 axillary |'ynph nodes, and we're | ooking at evidence
6 for that specific indication and trying to make sone

7 concl usion based on the literature that directly
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addressed that question. What has been pointed out
as a limtation of that approach, particularly
relating to i magi ng and oncology, is that it could
potentially require a vast anount of clinical
research because the nunber of potential clinical
applications within any individual cancer are quite
numer ous, and you know, there's sort of the four
basi c categories of screening diagnosis, staging,
restagi ng, and nonitoring response to therapy, but
within that there are all kinds of individual
clinical applications that m ght even be refinenents
within those. So restaging colorectal cancer within
the setting of a rising CEA, for exanple, is a
specific question that one m ght | ook at separately
and require a separate body of clinical research for.
So one of the things that we were | ooking

to explore was whet her there were approaches to

eval uati on of diagnostic tests that would all ow sone

sort of sensible extrapolation fromclinical evidence
in one particular clinical use to other clinical uses

for which there is not direct scientific evidence.
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And the idea would be for exanple, that if you knew
sonet hi ng about the netabolic activity related to FDG
of breast cancer, that mght be informative if you
knew t hen that FDG PET was useful for restaging of
breast cancer, m ght you al so be able to nmake sone

| ogi cal concl usions about its clinical utility in
nonitoring responses to therapy. Those are just sone
exanples that we're currently faced wth.

As | nmentioned kind of at the end of our

breast cancer discussion this norning, we did for the
Decenber deci sion neno on PET scanning for six

oncol ogi ¢ indications, we kind of did a quick and
dirty version of this extrapolating already, which is
we essentially made up a rule that said if you have
clinical, good scientific proof of clinical
effectiveness for a single indication within a
cancer, Medicare will provide coverage for al

clinical indications within that cancer except for

t hose where there is not, where there is sone

evi dence to suggest that it wouldn't be useful for

that clinical application.
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And kind of the crude notion there was

that within a cancer there is sone commonality of the
bi ol ogy or nol ecular activity related to PET and one
m ght be able to nmake extrapol ations that the
clinical utility proven in one clinical application
woul d be extrapol atable to others. [It's by no neans,
that doesn't integrate seam essly with the evidence
based approach for coverage decision making or the
MCAC recommendati ons that have been enunciated in the
MCAC gui delines. And so to sort of further explore

t hose i ssues we had this workshop and Ellen Feigal is
going to talk alittle bit about sone of what cane
out of that workshop and then | throw the whol e issue
open to discussion for the commttee. So with that,
Ellen, 1"msure so far everyone is with us and

they' re conpletely on board.

DR, FEIGAL: And they are all awake after

l unch. What 1'lIl do then is, Sean placed things in
context for you about the fact that our different
agencies are working together and in addition al so

working with the Food and Drug Adm ni stration as
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wel |, and what we were trying to do is brainstormon
ways to think through this process, realizing that
t he standard of conventional frameworks seens to be
based on sound scientific and clinical principles,

but to not go in the wong direction but to bal ance

this with the practical realities of conducting
clinical studies in people and all the vagaries of
how clinical studies need to be conducted, the
particul ar uni que probl ens associated with doing

di agnostic studies, howit's a very conplex route
bet ween a di agnostic study and the actual nanagenent
that is decided on for that patient, and the fact

t hat you have different doctors delivering the

di agnostic test fromthe doctors who are actually
personally taking care of the patient. So there are
| ots of conplex issues to take into account as we're
t hi nki ng about how to nove forward and nmake sone
forward progress in this area.

So what |I'lIl do is just give you sone

hi ghli ghts from our workshop and then really the vast
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majority of the tinme for discussion. And I know this
goes wi thout saying, but feel free to interrupt if
you have any questions.

W're just using this as a tenplate to

focus the overhead.

Let's go to why did we even do this. As

Sean went over, there were nmultiple reasons that we

t hought were inportant to go over. W thought that

t he current MCAC di agnostic guidelines as they're

witten requires accurate direct or enpirical

evi dence for each clinical indication. The fact of
the matter is there are many cancers and within each
cancer there's many diagnostic clinical settings.
And just to get down to the practical reality, it
probably is not practical or efficient to conduct
hi gh quality evaluations for every proposed use of a
di agnosti c technol ogy.

M5. RRCHNER: WII we get copies of these?

DR. FEIGAL: | will send themto Janet and

she could forward them

DR. BROOK: Did you note that | wasn't the
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first tointerrupt? | want to note that formally for
t he record.

(Laughter.)

M5. RICHNER: It's always a race between

you and |.

DR. BROOK: But the thing is, which is the

nost di sruptive interruption.

DR, FEIGAL: So the overall, the purpose

of this workshop was really to get together an

| nt eragency group. W wanted to get together the
peopl e who actually fund these type of scientific and
clinical studies, wth the agencies that regul ate the
approval of the products, with CV5 who regul ates the

coverage and rei nbursenent for the uses of these

products. W also wanted to get together with health
care providers, with investigators who see patients,
wi th technol ogy devel opers, and see if we can at

| east di scuss ways to think about alternative
frameworks for scientifically based reproduci bl e and

under st andi ng deci si on nmaki ng process.
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And the reason why this was really

catal yzed by conversations that we've had with CMs,
in that they felt that they wanted to address this in
a nore conprehensive way and to consider alternate
ways of thinking about this issue. So we wanted to
expl ore alternative guidelines or frameworks for

eval uating diagnostic imging that are explicit, that
are practical and that are efficient, and that these
gui deli nes or franmeworks woul d consi der several
fundanental characteristics of diagnostic inmaging.

It may be that one size does not fit all,

maybe this doesn't apply across the whol e nenu of

di agnostic tests, but we thought there were sone
specific issues in diagnostic inmaging that warranted
further discussion and mght be illustrative of other
| ssues that you address in other areas, so this is to
be thought of as an exanpl e.

DR. FERGUSON: Am | to assune this is al

| magi ng di agnostic, not just cancer?

DR FEI GAL: Well, |I'mfocused because |I'm

fromthe National Cancer Institute, |'mfocusing on
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cancer. Presumably this could be illustrative of

ot her types of diseases in which there are nany
different indications within a specific disease, but
|"mjust going to focus on the cancer issue.

Di agnostic i magi ng of course, these

t echnol ogi es have potential value for many different
pat hol ogi cal conditions, many different diseases, and
t hese technol ogi es have many different specific
clinical indications within each condition and for
each possible indication, there are nunerous other

| magi ng or diagnostic study results for which the new
nodal ity may substitute or it may provide

conpl enentary information. [I'mnot telling you
anything that's unique to cancer, but because |I'm
fromthe Cancer Institute I'mjust going tolimt ny
comments to the cancer issues.

We had the workshop, as | said, with

people fromdifferent agencies, with people who are

i nvol ved with doing technol ogy assessnent, with
clinicians who actually have to see patients and nake

deci sions when they're in their office, with
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di agnostic radiol ogi sts who need to conduct these

tests and interpret the results, so we had a diverse

group in the roomof about 30 to go over these

| ssues, so we had people who had sone sense of the

| ssues we were trying to address, but al so had sone
real experience, in the trenches experience of having
to deal with patient related issues and trying to put
this in the context of having sone reasonabl e

gui delines to work under.

M5. RICHNER. Did you have nanufacturers

at all?

DR, FEIGAL: W did not have anybody from

i ndustry at this first neeting. W thought of this
sort of as a process; we wanted to get sort of our
own ducks in arowto see if we could cone to sone
poi nts of agreenent at |east anpbng oursel ves,
realizing that that may just be the first of several
steps that may subsequently need to take pl ace.

DR. MCNEIL: | don't understand the first

bullet. |Is that sonething you agreed was a

reasonable thing to do, or is that the reason we're
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here, to discuss it further?

DR. FEIGAL: This is the first tinme that

|"mbringing this out to the group, and so why don't

| go through the different points that we appeared to
agree upon at the neeting. And Hal was at the

neeting, Al Garber was at the neeting, Sean was at

the neeting. | don't believe there's anybody else in
this roomwho was at the neeting, but they can al so
offer their own interpretation as to our points of
agreenent, but this was part of a summary that we put
t oget her col |l aboratively and distributed to all
participants at the neeting, and as far as | can tell
there were no caveats to the summary. These are the
consensus statenents that are in the actual sunmary.
So I'mgoing over these now for the first tine in a
nore public setting.

DR. TUNIS: But just to clarify on that

point, Barbara, this is really being presented as
kind of raw material for you all to consider, and if

t he MCAC decides they really, after hearing this,
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don't want to nove anywhere beyond where our current
gui delines are, the current MCAC framework, that's
fine. This is not activity nmeant to supersede the
authority of the MCAC to have their own guidelines
and framewor k.

DR. MCNEIL: The reason |I was asking,

Sean, is that's sort of a |oaded statenent in ny view
and --

DR, FEIGAL: Well, why don't you let ne

before we interpret it, why don't you |l et ne present

it wwth sone additional words besides the bullets,

because sonetinmes just reading the bullets, you m ght
come to one conclusion and so just like this norning

when you were going through things, why don't you |et
me sort of present it and then we can discuss it. |Is
that all right?

DR. MCNEIL: Sure, absolutely.

DR. FEIGAL: So what we agreed on is at

| east to consider developing a formal approach to use
nodel i ng techni ques as an adjunct or as a substitute

for clinical studies evaluation diagnostic tests.
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VWhat we're saying is consider whether or not nodeling
m ght be one approach we could use to try and tackle
some of the conplex issues that we have to deal wth,
that there is a |ot of evidence in one indication but
a very limted anount in another clinical setting of
t hat sanme cancer. O the issue that Sean was dealing
with, we may know quite a bit about breast cancer but
not very nuch about a rare formof sarcoma. So it
was trying to get a sense of -- there was at | east an
agreenent that it was worth pursuing as an approach,

| "' m not saying that we can do it.

DR. BROOK: Wiy did you limt this to

di agnostic? You have exactly the sanme problemon the
t her apeuti c side.

DR, FEIGAL: Only because it's a huge

| ssue and we're just trying to get our hands around
sonet hing that we could handle. Al so because we have
devel oped i nteragency col |l aboration in the area of

di agnostic imagi ng, so we were taking advant age of

the fact that we already have sone worKking
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rel ati onships with the other agencies in diagnhostic

| magi ng and so we thought it would be a good place to
start.

DR. BROOK: So this is addressing the

bal ance between nodeling and clinical studies to
provi de evidence, is what this is about.

DR, FEIGAL: This is just one half that

was di scussed.

DR. BROOK: | understand that, but th

overview of this is to address the issue between
produci ng evidence by clinical studies or by nodeling
or conbi nations to advance know edge, this is the
topic that you' re tal ki ng about?

DR. FEIGAL: For this one point.

DR. BROOK: For diagnosti cs.

DR. FEIGAL: No, for this one point of

poi nts of agreenent.

DR. BROOK: It's diagnostics.

DR. FEI GAL: Correct, in diagnostics.

There are other points that 1'mgoing to get to on

t his transparency.
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DR. BROOK: GCkay. Can | just ask, what's

the notivation for doing this, where did this cone
fronf

DR. FEIGAL: The notivation for doing this

is in the past, the way the diagnostic imging has
conme into play, x-ray, CT, MR, ultrasound, is that
t here has been sort of general coverage across a
whol e variety of diseases, a whole variety of
conditions, and it's understood that there's

obvi ously nmany potential problens wth having a broad
coverage in that regard because you may have use of
the technologies in inappropriate settings. You may
certainly have use in appropriate settings, but you
al so may have overutilization of the technol ogy.

So that's one extrene. Then what we're

going to nowwth the current guidelines is going

I ndi cation by indication by indication.

DR. BROOK: | understand, but what you

said here is to use this as a coverage decision to
cover tests and procedures on a specific patient

i ndi cation by indication, that's what you sai d.
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That's the major departure, not whether to use
nodeling or clinical evidence, but to go beyond that

is that if you nodel this out, you would say only

bl ack nen 60 to 69 would value fromthis diagnostic
test and nobody el se would do this, or only people
that have this inconme or this characteristic of the
tunor or this characteristic of the particul ar

i ncome. The really major breakthrough here is not
whet her you use nodeling or clinical evidence, but
what you're really asking is can we nove the coverage
deci sion down fromwe cover a therapy, you know,
anyone who has breast cancer, you're covered for a
mastectony if you want, anyone that has breast cancer
can get covered for a PET scan if you want it, to a
very specific circunstance. That's what you're
asking here, that's the question.

DR TUNIS: | just want to say, | think it

actually, if I understood it correctly, I think it's
slightly that the order is in the reverse, in that
coverage policy by Medicare for diagnostic technol ogy

particularly, has historically been we cover CAT
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scans and we don't nake a |lot of distinctions, they
are covered for such and such patients with these
characteristics. Wth a nore formal adoption of an
evi dence based approach, as nanifested in recent
deci si ons about PET, we have gotten nore specific.
PET is covered for colorectal cancer in the setting

of a rising CEA and the tension that this raised was

this kind of historical balance of how Medicare used
to pay for things to how we have now gone through
paying for things on a very specific indication by

I ndi cati on basis, and the additional demands t hat

pl aces on clinical research that proves each

I ndi cati on.

So now we're exploring alternatives about

are there intelligent defensible evidence based ways
of going beyond that. Does that make sense?

DR. BROOK: Yeah, but the only thing I

wanted to point out, there are certainly intelligible
ways to do this at a doctor-patient level. That's

why | asked what the notivation was; this is not at
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t he doctor-patient level, this is at the coverage

| evel .

DR. FEIGAL: That's right.

DR. BROOK: And so what you're actually

trying to do is nove along the agenda of how, instead
of having one criterion for covering CAT scans, you
m ght have 2,000 if you produce a nodeling approach,
because you will, | know, because we have done this.
You mi ght have 2,000 different scenarios of which the
nodeling w Il support doing, covering for 33 percent
and 50 percent, and it would have to be updated, but

that's the road we're going down here. | just wanted

to make this explicit.

DR, FEIGAL: And let ne also nmake explicit

as well that |I'mnot advocating one route over
another, I'mnot saying that this is the way I would
like this conmttee to consider that we go. Wat |I'm
saying is fromthe people who were at the neeting
when we were thinking about ways to intelligently

di scuss what the chall enges were and what the

probl ens were and what the vagaries are of doing
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clinical research, how can we approach it in a
rational manner, in a balanced manner. W know what
the ideal is. W know what we would |i ke every

I nvestigator to do in terns of their studies, or
every sponsor to do in terns of their studies, and if
we had an unlimted supply of resources, personnel
and noney, which nobody has, including CV5S obviously,
t here woul dn't be any chall enge, we would do that.
VWhat we're trying to do is balance the ideal with the
practical realities.

And so what we are trying to think of for

CMB is also a phil osophical approach. |It's not a

ri ght or wong approach, is do we establish a ceiling
or do we establish a floor, you know. So these are
the types of issues, there is no right or wong, it's

just trying to think how can we nove forward together

in getting this done.
DR. MCNEIL: The question | had, | think
may be a little bit of a followon to Bob's. | think

the last two bullets are self explanatory and the
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first one is the one on this slide that has the real
nmeat behind it. And the issue there is, and maybe
you're going to talk about it in a subsequent slide,
but using nodeling techniques as an adjunct or a
substitute, so the issue there to ne follow ng up on
what Bob said is are you using, are you proposing
that the group agree, because that's what it says,

poi nts of agreenent, to use nodeling techniques to
conme to the sensitivity and specificity of a
particular test for say the detection of disease, and
| don't know how you do that, or were they using it
to get the sensitivity and specificity of tests for a
particul ar purpose to see if they altered nanagenent,
or were they using nodeling techniques to go the
whol e nine yards into cost effectiveness and use
heal t h out cones, sone kind of quality adjusted life
year for a diagnostic test?

| think that's quite -- well first of all,

| think it's probably inpossible and woul d not be a
way we woul d want to go.

DR FEIGAL: As | said, |I'mnot an
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advocate of this, |I don't even know if it's possible,
but there were nmany around the roomthat desired such
a nodel to consider whether or not such a nodel could
be devel oped. W didn't get into a |ot of the
details of the inputs, the outputs, the type of data
t hat would need to go in here and how we woul d

val idate the nodel. This was the beginning of a
conversation and so | can't give you a |l ot of

details, but certainly Hal, Alan or Sean --

DR. SOX: | would suggest that Ellen plow

t hrough her transparencies wi thout interruption and

t hen we can cone back and kind of go through it a
second tinme, but let's see the whole picture first.
DR, FEIGAL: Let nme go back to this

transparency. W thought about three things from our
neeting; there were |ots of good discussion, people
came fromthe technol ogy assessnent groups, from

heal th care providers, we heard from physicians at
research institutions in the field, we heard from

di agnostic radiol ogists, we heard fromall the

agenci es about the guidelines they use for approving
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products, evidence gathered that we take into account
as we're trying to fund research or support research.
So all these different el enents were di scussed at

this neeting.

There were basically three points of

agreenment. One was this nodel that we've just spent
alittle bit of time discussing. The second is, you
know, try to deal with things nore down to earth,

t hat we have di agnostic guidelines currently in

pl ace, to maybe consi der sone revisions to those
current guidelines mght be considered. And then
three, | think we all recognize the need to support
nore high quality studies evaluating the clinical
utility of new diagnostic tests. W all agreed that
t hose were three inportant points.

These are just possible next steps just to

stinulate discussion. | realize | don't need to
stimul ate discussion, but it was just to throw sone
t hi ngs on the table of possible next steps that could
take place. If indeed it was thought worthwhile to

t hi nk about devel opi ng an anal ytical nodel, CMS would
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take the lead in trying to work on the plans for
devel opi ng a nodel, for validating the nodel. For
exanpl e, sone felt that it mght be possible to
devel op nodel s that incorporate existing information
on a technology's technical perfornmance, the

I nci dence of various di sease specific conplications
out cones, other known information, to produce

estimates of the likely clinical harnms and benefits

of an i nmagi ng procedure.

DR. BROOK: Can | ask you, where are you

from what agency.

DR. FEI GAL: National Cancer Institute.

DR. BROOK: Wat I'mreally interested in,

why is this CMS' s responsibility? And | keep com ng
back to everything you say nakes a hell of a |ot of
sense, the whole workshop makes sense, the
recomrendati ons make sense. What | really don't
understand is, as far as | know, there is no
strategic policy in the NNH to do any of this, and

you've got $14 billion or $15 billion worth of noney,
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and you have no strategic framework for how to
produce new clinical information about anything, as
far as | can tell.

The bottomline | would ask -- that's on

the record. The bottomline that I would ask is why
should we turn this into a coverage deci si on and
expect this agency to do it and this panel to do it,
as opposed to turn this into a decision of howis the
agency going to use the clinical research noney it
has to produce better infornation about when and how
di agnostics tests or therapy should be used in
people. And what I'mreally asking is, |'m confused

about why is this -- | nean, we could change our

guidelines to do all this kind of stuff, that's easy.
But 1"mreally confused what's happening in the
governnment and the NIH | evel of a policy, or the
director of the NIH, why aren't you giving him or
maybe you are, giving this briefing to himabout
maki ng this happen?

DR, FEIGAL: Ckay. Let ne take a step

back. | have been asked to be the spokesperson for



9 this workshop. | didn't propose that CMS do this,
10 CVMB actually proposed that they do this, okay?

11 DR BROOKX: Wth the $30, 000 worth of

12 noney it has for research?

13 DR, FEIGAL: No. Let's take a step back,

14 because what I'mtrying to do is give you a --

15 DR. SOX: Bob, no nore rhetorical

16 guestions for the next five m nutes, please.

17 DR, FEIGAL: | would be very happy to give

18 you - -

19 DR. ALFORD-SM TH. | just want to say, |

20 amdi sturbed by this. | think this is extrenely
21 relevant, | find it quite beneficial, and the way

22 t hi s young wonman has been chal |l enged and in ny

23 opi ni on harassed in sone ways --

24 DR. BROOK: | apol ogi ze.
25 DR. ALFORD-SM TH: -- while she is trying
00181

1 to provide information that is ultimately going to
2 hel p us in making decisions, and | would ask that we

3 at | east respect that.
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DR. SOX: Go ahead, Ellen.

DR. FEIGAL: Yeah. | think that | would

be very happy to describe the NIH strategic plan and
the NCI strategic plan, but | don't think this body
Is the appropriate forumto do that. | am perfectly
capabl e of doing that but | don't think it's
appropriate. | think that we do have things that

we' re doing, we do have strategic areas for funding
scientific research and for funding clinical studies.
VWhat we're trying to do is work with our partner
agenci es on a conmon problem how do we take energing
technol ogy that we think is inportant for patients
and nove it into the clinic and get clinical studies
and then nove it into the marketplace, where it can
be di ssem nated and actually nmake an inpact on the
public health.

Because ny sense of everybody in this room

is that what we're all interested in is inproving the
public health. Wat we're trying to do is cone out
of our silos and try to work with our partners
because we think it wll be beneficial to do things

t oget her rather than to be doing things in our own



00182
1 back yard. W think there is a benefit to doing
2 that, and that was sort of the catal yst that brought
3 our different agencies together to work on it in the
4 area of diagnostic imging, which is howit cane to
5 be that we are working diagnostic imaging.
6 So what |'mgoing to propose to you, and I
7 wel cone chal | enges, | wel cone questions, because |
8 think that is a good way to nove things forward, so |
9 don't want anybody to feel inhibited by asking
10 guestions of ne, because believe ne, this won't be
11 the first tinme that difficult or chall enging
12 guestions have been thrown nmy way. But | think what
13 | do want to do is to have a productive interaction
14 so that we can work on this collegially to nake
15 t hi ngs go forward.
16 So this is just one possible step, is that
17 we think about is it even feasible to devel op an
18 anal yti cal nodel and what would go into it and how
19 woul d you really validate it. This is an extrenely

20 conpl ex and chal | engi ng possi bl e next step but it's
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just a step that people at the workshop thought was
worth discussing in front of this body.

Now, the next possible step would be, and

|"'monly using CM5 as an exanpl e because frankly,

it's not wiwthin the mssion of the NCI to determ ne

coverage policy, that is wwthin CMS s donain, so
we're just sort of working together as partners to
figure out the best way to do it. So the next
possi bl e next step was for CM5 to work with this body
to consider allowng different |evels of evidence for
eval uati ng diagnostic tests in cancer based upon

whet her they are high or | ow instance cancers.

Wy use that criteria? WlIl, the reason

why we chose that criteria is that it was sonething
that wasn't incredibly subjective, we could tell you
t he incidence of different cancers, we can tell you
how conmmon it is in the population, we can tell you
nunbers, we can quantitate that. And since high

I nci dence cancers affect a significant proportion of
t he popul ati on, we thought that diagnostic studies in

t hese cancers woul d have the potential to nmake a



17 significant inpact on the public health. Therefore,
18 we thought it was probably reasonable and al so
19 f easi bl e, because nunbers of these patients is not
20 rare, it's comon, that we could do high quality
21 studi es on the conmon cancers.
22 However, we thought it was inpractical to
23 conduct the sane rigorous |level of studies in the
24 | ower incidence cancers. And that's not because we
25 don't think it's inportant to have evidence, we're
00184
1 just trying to base this on reality, how can we
2 really get this done and do we really want to deny
3 using a useful technology in |l ess conmmon tunors only
4 because we just don't have the infrastructure and the
5 | ogi cal makeup to do it in every single cancer, every
6 single indication, so it's trying to bal ance the
7 science with the practical reality.
8 And then this would obviously involve a
9 | ot nore discussion, a |lot nore work, but that was
10 one proposal, is perhaps we could think of some sort

11 of revision to the current guidelines.
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And then the third issue is the issue that

| think is very nmuch in the NCI domain, the NIH
domai n, the NSF domain, all kinds of different
fundi ng agenci es, but we need better coordination

bet ween researchers, regul ators, payers and

t echnol ogy devel opers to insure the prom sing

di agnostic technol ogi es are adequately evaluated in
an efficient and a reliable manner.

Just for your background information, the

Nati onal Cancer Institute has established a whole new
programin bionedical imging. W have established
funding for research going everywhere frombasic with
in vivo nolecular and cellular inmaging centers to

smal |l animal imaging research prograns so that we can

do sone of the preclinical studies that will give us
information to take it into humans. W have
establ i shed and Anerican Col |l ege of Radi ol ogy i magi ng
network to conduct clinical studies using imging
technologies. And then we're also now trying to work
with other agencies, with industry, wth whoever we

need to work with to try and clarify what the
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pat hways are of once you do these clinical studies,
how do you take it through the system what's the
type of evidence different agencies want to have. So
t hat when the people are trying to design their

studi es, they know what's expected, they know the
type of information people want to see.

And this as we said, requires attention to

nmet hods devel opnent, to expansi on of existing
research infrastructure, to funding for such studies,
and al so strategies for prioritizing research funding
in critical areas of uncertainty. So thanks for

| etting me have a chance to get through what we were
trying to do with this workshop, and | guess Hal and
Alan are going to add their own comments, having been
at the workshop thensel ves.

DR. SOX: W're tal king oursel ves out of

much di scussion tine here but | would like to hear if

Alan wants to comment on the neeting or proposal.

DR. GARBER  Yeah. Maybe | can give a

little additional context. | agree with what Ellen
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said, but | probably approached it froma sonmewhat
different point of view, so | mght enphasize a few
different things, and naybe this wll get at sone of
Bar bara and Bob's questions.

The fundanental issue that we have been

faced with since we encountered the whole PET
guestion is how nuch can you generalize when you have
good studies for a few indication but not for others.
At the workshop we were trying to figure out if our
whol e framework coul d acconmopdat e an approach that
woul d | et you generalize, but only generalize where
appropri at e.

So the first question is, could you

generalize froma study in one tunor type to another,
and | think that, although I wouldn't claimthere was
a uni formconsensus, | think the majority of people
felt that you could not, you could not go from one

ti ssue type to another, and not necessarily from one
tunor size to another. So at the l[evel of sonething
| i ke sensitivity and specificity, there is the
feeling that no, you really couldn't generali ze.

But it was also felt that it you had
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sensitivity and specificity, and as you know, studies

of test accuracy are much easier to conme by than
studies of effects of tests on health outcones. |If
you had sensitivity and specificity for a particular
I ndi cation, could you then generalize about health
out conmes using sone other kind of data? And that's
what really | believe generated the whol e di scussion
about nodeling and I think there was a fairly broad
consensus that with appropriate nodeling you coul d
take the step fromtest performance to health
outcomes without requiring new studies to be done in
every area. And of course this would have to be
assessed on a case-by-case base, but the idea is that
nodel i ng could play a significant role.

The third thing about rare versus commobn

is that we felt that as Ellen said, it's unreasonable
to expect extensive studies when you're tal king about
a cancer that may have an incidence of a thousand
cases per year inthe U S to inpose the sane

standards for that as for a study of col orectal
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cancer or breast cancer, or prostate cancer. And so

the idea was, and | don't think we reached the point

of having specific | anguage, but the idea was that we
shoul dn't put tests for those conditions through the

sanme processes and sane evidence criteria that we

woul d for conmpbn ones. And we didn't want to | ower

t he standards for the conmon ones because that's an
area where we could get good information and we
shoul d encourage people to do what they can to obtain
it. So the proper approach m ght be sonething |ike
sayi ng, we would use a standard |i ke prom sing rather
t han adequate evidence to nmake deci si ons about those,
and it would be clear that we are not endorsing the
evi dence at the sane |evel as for comon cancers, but
we don't think HCFA should inpose the sane standard

i n deci di ng whet her to cover.

So that was the basic thinking behind the

wor kshop, and | think Ellen's presentation was very
accurate.

DR. SOX: I'"ll just comrent briefly that

we have sort of two extrenmes. One is to grant



16 coverage for all uses of PET scanning, if it's good
17 for one it's good for everything. On the other hand,
18 we could require enpirical studies in every

19 i ndi cation, or we can try to find sone m ddl e ground
20 bet ween what sone m ght regard as excessive

21 perm ssi veness and others would certainly regard as
22 being far too rigid. And | think the purpose of this
23 di scussion is to try to identify sonme prom sing areas

24 to explore this m ddl e ground.

25 And for purposes of discussion, | would
00189
1 |ike to propose and we'll see just how far it gets,

2 to focus on this proposal that we' ve nade, or that

3 the summary states, which is that we focus on a

4 particul ar application, nanely taking nodeling

5 techni ques as the basis for trying to figure out the
6 | npact of diagnostic tests |ike PET scanning on rare
7 di seases and explore it, see where it takes us, and

8 | earn fromit. And that therefore, we try to focus,
9 | propose we focus our discussion on a specific

10 I nstance so that we could actually go fromthis
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neeting to a trial run, presumably using HCFA staff
to try to get us off the ground, and then get a
report back next tinme of a couple of exanples of
trying this nodeling approach and seeing where it
goes, so we can nove ahead in a reasonably tinely
fashi on.

| don't think anybody is proposing that we

use nodeling techniques to estimte test performance.
VWhat | think we're tal king about is nodeling

techni ques to estimate the inpact of diagnhostic test
perfornmance on health outcones, basically using the
nodel that we've already got. So Barbara, | think
you had your hand up first, and then John.

DR. MCNEIL: I'mglad to hear you say

that, Hal, because | think your remarks aren't quite

equal to what is in the summary here and | didn't
quite get that fromEllen's talk. It would seemto
me that at the very least for high volune tunors,
what ever that neans, high incidence, whatever, we
absol utely positively have to have critical data at

the first step of the process. There is no way we
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1

can nodel sensitivity and specificity, it just can't
be done. So |I think that should be put forth as a
given in paragraph 1. W never said we were going to
nodel sensitivity and specificity, and we want to get
clinical studies to do that.

The issue is therefore twofold. The first

of those twofold is, do we think we can take the
sensitivity and specificity date that we have for
hi gh vol une tunors and then sonehow or other with
sone nodel, and | don't know what nodel neans in this
ci rcunstance, translate those to | ow incidence
tunors. No?

DR. GARBER That was not the intent.

DR. MCNEIL: Wll, okay. Then the other

one would be to say to take the informati on we have
on high volunme tunors on sensitivity and specificity,
and then to roll out a full nodel that would end up
with sonmething |ike cost effectiveness, or cost per

quality adjusted life year.

DR. GARBER No, just effect on outcones.
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DR. MCNEIL: So just the denom nator,

fine. So to take the initial data for the high

vol une tunors or for the |ow vol une tunors? Because
| could imagine if you have a matrix and you can fill
in the cells in several different ways, and this is
what | don't under st and.

DR. GARBER Could | explain what | think

was i ntended? This could, you may or nay not think
this is a reasonable way to go, but the idea is that
nodel i ng coul d be used broadly, not just high vol une
versus low volune, to link test accuracy data to
final health outcones. And there could be, we didn't
del ve into what types of information you would need
to devel op those |inks, but obviously it would be
different in different clinical situations.

That's really a separate question fromthe

hi gh versus | ow volune. |In other words, even for
hi gh vol une tunors, we were not saying you would
necessarily have to have random zed trials to | ook at
effects on nortality and so on fromusing the

di agnostic tests, we would use nodeling to |ink

accuracy. But the standards even for test accuracy
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m ght be different for | ow volune than for high

vol unme tunors. The expectations we have about study

desi gn, sanple size and so on woul d obvi ously be
different for a high volune than for a | ow vol une

t unor.

There was never ever any idea that you

woul d nodel sensitivity and specificity. That has to
be data fromdirect neasurenents.

DR. SOX: But you woul d nodel

consequences.

DR. GARBER  Yeah, you woul d nodel

consequences. | nean, one of the questions is, in
every situation you want to know for exanple if you
change the probability of di sease sonewhat by using
the test, is it going to actually under opti nal

ci rcunst ances affect managenent or change outcones
and if the answer is no, within the real m of
sensitivity and specificity you see in the data, the
answer is no, then the test is not useful. And

conversely, it mght be very useful, and that's how
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nodel i ng can be hel pful.

DR. MCNEIL: So would the nodeling here,

Al an, be nodeling -- so we've got the sensitivity and
specificity for whatever the tunor is, and in the
past this group has said if the sensitivity and
specificity look like they will inprove health

outcones in the way we tal ked about today, perhaps

just by changi ng managenent so that you upstage or
you downstage, that's enough. This would go beyond
t hat ?

DR. GARBER Wl l, you know, the panels

have to deci de what's adequate evi dence of health
benefit and | don't think we can wite that into any
set of guidelines. But the idea is that health
outconme has to be inproved. Now if they think that a
change i n nmanagenent is an adequate proxy, if they
are willing to believe that a change i n nanagenent
will lead to a change in health outcones, that
answers the problem that's all the nodel needs to
do. Qur expectation though, is that usually if

you' re going to nodel the change in managenent you



15 should go all the way to nodeling effects on final
16 outcones, but that's really for the panels to

17 determ ne in ny opinion.

18 DR TUNIS: | just wanted to -- Al an, when

19 you say we never anticipated or suggested nodeling
20 sensitivity or specificity, | just wanted to make
21 sure that you know, one of our intentions was to
22 explore the possibility that you could use
23 sensitivity and specificity information that you
24 m ght have gotten froma study on initial staging of
25 breast cancer, and use that sane sensitivity and

00194

1 specificity information in | ooking at the clinical

2 utility of nonitoring response to therapy for breast
3 cancer. And | just want to nake sure whether you

4 have, do or don't have m sgivings about that kind of
5 extrapol ati on, where you haven't done a new clinical
6 study | ooking specifically at sensitivity and

7 specificity in a nonitoring study as opposed to being
8 able to borrow it froma clinical study you did on

9 initial staging.



10 DR. GARBER Well, this is really a good
11 guestion, and you know, | don't think the Executive
12 Commttee or any other group can cone up wth a set
13 of rules that can be directly applied in every
14 situation. But we had a discussion |like that at the
15 meeting which I'msure is why Sean was bringing it
16 up, and | think we agreed that you coul dn't
17 extrapol ate fromone tunor type to another. It's
18 maybe | ess clear if you can, if results for primary
19 tunor would apply also to recurrent tunor, if the
20 site matters, if the size matters, but there are
21 guestions about that, and there will be at sone |evel
22 no matter what we say here, there is going to have to
23 be a judgnent call.
24 If it's inthe axillais it going to, can
25 you assune the sane sensitivity and specificity in
00195

1 t he abdonen or the lung or sonething, and there we

2 m ght have to deal with it on a case-by-case basis.
3 But in discussion, there seened to be a | ot of

4 skeptici sm about generalizing fromone site to

5 anot her and fromone indication to another even for



6 t he sanme tunor type because for exanple, the

7 nmetabolic activity in a recurrent tunor mght not be
8 the sane as in the original primary, so you woul dn't
9 necessarily expect PET to have the sanme sensitivity
10 in both situations. So, | don't think we can get to
11 that |evel of detail but clearly there will have to
12 be a di scussi on about whether you can extrapol ate

13 fromone study to a slightly different clinical

14 setting.

15 DR. SOX. Let's see, Daisy.

16 DR. ALFORD-SM TH. | didn't have one.

17 DR. SOX: I'msorry, Leslie.

18 DR. FRANCIS: As | understand it, all that

19 we' re being asked to |look at now is does it nmke

20 sense to explore the possibility of devel opi ng nodel s
21 sonetinmes, either to supplenent or to replace the

22 wonder ful random zed clinical trial which we're not
23 going to have all the tinme, right? And the answer to
24 that seens really easy, of course. What | don't

25 think we can really tal k about here is the adequacy

00196
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of any particular nodel which we're of course always
going to have to tal k about anytinme there is a
suggestion that a nodel ought to substitute for the
actual clinical trial. Sonme nodels will be good
nodel s and sone nodels won't be good nodels, and
that's going to have to be di scussed.

Now | don't know whet her the group got

i nto some nore general guidelines about when nodel s
are likely to be good, or whether all they did, what
| heard you tal king about was that there are

soneti mes when we have antecedent reason to think
that we're not going to have the random zed cli ni cal
trials, so we woul d nake people wait too long or wait
forever if we insisted on that, so those are the
areas where you are going to want to really start

| ooki ng for nodels because we're not going to get the
-- that's why the, it's not that you think nodels are
necessarily likely to be better with | ow incidence
cancers, it's that you think that we're nore likely
to have to rely on themif we are going to do
anything at all because we are not going to have the

data fromthe study.
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DR, FEIGAL: What |I'mgetting is the issue
of sort of the matrix approach where you have the

cancer and you have an indication, and you have to

have the data in each box, and what |I'msaying is
sone technol ogies, as you know, the process that it's
measuring -- and we're getting into obviously
nonanatom c i maging. There's going to be functional

| magi ng, there's going to be inmagi ng based on

nol ecul ar characteristics of tunors that are going to
probably change how we characterize tunors, how we
classify them even, and these processes are going to
go across tunors, these nol ecular characteristics
that we're looking at. So all I'msaying is that we
have to think creatively, that our standard
framewor ks may not hold for this new era that we're
going into, and it would be nice to be prepared for

t hat new era by thinking about how we are going to
eval uate those types of technol ogies.

But to answer your specific question about

the nodel, it nmay be we have sone information about
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the avidity of an inmaging agent in different tissues,
you know, in breast tissue and liver, in tunor versus
normal, and is there a way to use that information in
deci di ng whet her or not that imaging nodality m ght
be useful. So it's to go beyond the traditional
clinical study and think about all the different
types of studies you mght do that m ght provide you

with useful information in making your deci sion.

It's a very hard issue to really get your

hands around and it's a very challenging issue to

t hi nk about how you would really approach it, but
it's just trying to tell you, you may have certain
el ements of information but it nay not be the euboxic
type or easy to ook at, that may not be avail abl e.
DR. SOX: Next, | think John has been

wai ti ng.

DR. FERGUSON: Are there any exanpl es of

nodel i ng being predictive of outconmes in the

di agnostic field, are there sone?

DR. GARBER  You nean where it has been

val i dat ed?
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DR. FERGUSON: Wiere it has been

val i dat ed.

DR. MCNEIL: There aren't too nmany good

nodel s out there, are there, Alan? There's one and |
don't knowif it -- | nean, that a good exanple to
use as the point, because of a situation where the

| npact of a particular diagnostic on therapy is quite
cl ear-cut and the inpact of therapy on outcones is
kind of Iike penicillin, so | don't think anybody
woul d think it necessary.

M5. RICHNER: There have been several

nodel i ng exanples in IVIS and ot her technol ogi es, but

| nean, that's not cancer. |[|s that kind of what
you're looking at in terns of what has been done
bef ore?

DR. GARBER No. The question is

val i dati ng diagnostic tests, | think it John's
guesti on.
DR. FERGUSON: | just wondered if there

was an exanpl e.
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DR. GARBER Have the nodels been

val i dat ed agai nst random zed trials, and if you | ook
at the whol e group of studies, they are al nost all

t her apeuti c studies.

DR. MCNEIL: Right, that's the problem

And the problemthere is the fact that you can't
match up, if you' re doing a decision analysis and
every single node you have to know, particularly for
cancer, you would have to know the inpact of a false
positive and a fal se negative decision, and the
clinical trial data --

DR. SOX: Yeah, it mght be doable for

screening tests where you have random zed trials of
breast cancer that allow you to nmake inferences about
the inpact on longevity, but I don't know that
anybody has actually done that.

So let's go on. Bob.

DR. BROOK: | would just like to put a
comrent on the table that | agree with the thought
behind this, but I'mnot sure where the proper place

to use it is. Let ne go back to the begi nning.
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There are three ways that you could

produce information. One is what we've | abel ed
enpirical science, one is nodeling or analytic

t echni ques, and one is sophisticated consensus and
clinical judgnents. Al three have a place in trying
to figure out what to do with a patient and when to
make a coverage deci sion.

We have done this in nmultiple different

ways and have actually done a lot of validity studies
on sonme of this stuff. |If you take a diagnostic test
| i ke col onoscopy and ask the question of how often it
shoul d be done, how frequently, on whomit should be
done, when it should be done, you wind up with

t housands of possible scenarios that this can be used
on, that the individual doctor and patient need to
make a decision of what to do.

We've tried to work with David Eddy about

how you nodel sonme of this out at a higher |evel, how
do you do sone of this nodeling to figure out how to
use the current data. Wiy | was a little cynical is

t hat we have been stuck with that nobody really wants
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to put together the kind of detailed sophisticated
observational |ongitudi nal databases that would all ow
you to do sone of this work. What's obvious fromthe
wor k, the studies that have been reported here and

t he ones that have been referred to us, is |I'm not
sure nodeling will help us nmuch because the data is
so deficient to go forward with. And what | am
suggesting, or what | wanted to suggest is that we do
sonme push back and we really do ask the NIH the
guestion that HCFA is going to be faced w th naking
coverage, or CMS, coverage decisions. W're going to
have scarcer resources in the future given all of

t hese thousands of things. There are a whole sl ew of
proposals on the table of what needs to be done in
terms of |ong-termhigh quality observati onal

dat abases that will have sufficient data in that they
could be used in conjunction with random zed
controlled trials to produce the input to nodel s that
woul d hel p up us nake all of these decisions fromthe
patient-doctor relationship to the coverage deci sion.

There is no coordinated federal policy on
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figuring out what to do there. In Washington in two
weeks, this group that Kantor has put together under
the aegis of AHRQ is going to neet about health

i nformation i ssues, and the sane sort of questions

are being raised. That's all |I'm saying.
In terns of this, | would argue let's try
it, | would argue that in npost decisions that have
come our way at this nonent, the data will not be

sufficient to help us nuch with the nodeling, and
that we will have to ask experts to provide the
estimates of the points that need to be put into
nodels. That's where we got stuck. You break down
the way you use experts. You can't find the real
data and you woul d have to have experts extrapol ate
it, just like we were trying to do around the table,
which is fine. 1In a formal nodel that may be very
useful, and we ought to try it.

| would also call your attention to this

guy's work with the NIH consensus conferences. He

tried nodeling and it was a di saster, he probably
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repressed it, but Parker cane down to nodel the whole
use of estrogens for the NIH consensus conference in
terms of the use of estrogens and risks and benefits
to a group of esteened clinicians in one of the
fanobus NIH conferences, and I won't go beyond t hat
because we're on the record here, but it was a

t wo-day tour deforce or nore than that, of trying to
figure out how to use formal nodeling to conme up with

a consensus conference judgnent. It nmay not be a

coverage judgnent but it's simlar, in terns of what
to do.

SoI'"'mall for this, I'mall for it, but I

think the partnership is a two-way partnership here.
The NIH is going to need to change the way it
produces the raw clinical information to be used if
we are going to be able to provide sufficient nodel
techni ques to do this.

DR. SOX: But CM5 al so has sone

obligations to organi ze data sets that could serve
this function if we're really going to do it.

DR. BROOK: They would need new, | believe
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it's the case that they woul d need new noni es and

| egi sl ative authority. | nmean, | wasn't being
facetious. | do not believe this can be done on the
research and devel opnent budgets that CVMS has
traditionally gotten. W can propose that CVS go
back into the OMB in the budgeting process to get the
funds to do that, but given their budget, Hal, it's
hard for ne to believe that it's realistic to suggest
that this is an option.

DR. SOX: | was really referring not so

much having an armnmy of decision nodelists so nuch as
maki ng sure that HCFA data sets would serve the

pur pose that you' ve described for providing nunbers

t hat can be used for decision nodel work.

DR. BROOK: One of the options would be to

switch the pro programaround to nmake its major
function to collect these kind of clinical
observation data sets. | nean, there's |ot of ways,
but we're going beyond, | fear we're going beyond our

m ssion here in terns of what we want to do. The
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fundanental thing is to reorient. Wat we' re running
into is that the governnment has not had a serious
anal ytical framework of howit's going to invest
federal noney and providing new clinical informtion
so that it will be useful to both people that have to
deci de whether to pay for the services and people

t hat have to decide what to do between the doctor and
patient. There is no formal policy there, and
anything we can do to push that along, if we do the
nodel s and find that they are not useful, let's do
it, so |l would vote to do this.

DR. SOX: | would |like people, as we're

going to have to wap this up in the next five to
seven mnutes, so if you could focus your questions
on why we shouldn't do this or sort of inportant
caveats about what to be careful when we go ahead and
are doing it, because | am sensing a reasonable

anount of nonmentum that we should get our feet wet

and try it out. So | think, Barbara.
DR MCNEIL: | don't want to sl ow down the
train, but | still don't know what this is. It seens
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really vague for a group that has been knee deep in
precision for so long and what | would prefer to see
before we nmake a decision to go forward is that
sonmebody, and it may be the people who were at the
conference who are in this room give nme a nuch
better understanding of the scope of nodeling in a
way that | can understand. Because when we talk
about nodeling outcones, | just don't know -- | know
what it neans, | can translate the words, but
operationally | just don't get it. So personally I
can't vote for this unless | have nore specificity to
t he scope of nodeling.

DR. SOX: Alan, | think you' re next, and

t hen Randel .

DR. GARBER M conmment touches on

Bar bara' s poi nt about getting specifics here, and |
just wanted to turn to the issue of how the
gui del i nes that we now have woul d need to be changed,
and | actually didn't see this as a call for
significant change in the guidelines because we

actually al ready have | anguage in there that



25

00206

10

11

12

13

14

15

16

17

18

19

20

basi cally says do nodel i ng.

The area where there is a change, though,

Is on the rare disease, and we had sone | anguage but
it was very limted, and what we m ght want to

di scuss in particular is do we want to say that there
woul d be a separate category for rare di seases, or
rare circunmstances | should say, to on one hand say
that we can't use the usual criteria but on the other
hand say that sonme standards should apply and to try
to refine them That would be change, so the
guestion is whether the Executive Committee feels
that this is sonmething for which a witing

subcomm ttee again should draft sone | anguage and
then bring it to the Executive Commttee or not.

DR. SOX: | would like to say yes, that we

will see howwe will feel after we have tried to do
this for a few exanples and get our feet wet to see
whet her it's feasible.

DR. GARBER In ternms of linking to

outcones, by the way, | presented a study that's done

by a coll eague of mne at the workshop that
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il lustrated what we had in m nd and you know, once
that's available in a formthat can be circul ated, |
think we could pull lots of exanples actually, to
show what we woul d nean by the nodeling effort.

DR. SOX: In a way there is an exanple in

our own gui delines show ng post-test probabilities
and then tal ki ng about what threshold you m ght
consider to be a reasonabl e one for doing nothing and
t heref ore changi ng nanagenent as a result of a
negative test. So, do you want to cone right back,
Bar bar a?

DR. MCNEIL: | still don't get it, Hal, to

be perfectly honest. Either we're tweaking slightly
the witten guidelines in the manner that Al an said,
or we really are enbarking on sonething different.
And if it's sonething different than tweaking the
rare di sease guidelines --

DR. BROOK: The only thing different that

we're doing is we're saying that we would |like to see

if not a parallel process, but the next tine a



16 guestion or sone other question cones by, that the
17 panel does sonething nore than just sit around in the
18 room and | ook at the evidence tables, that there

19 m ght be a nodeling process that is done prior to

20 t hat neeting, which we've already agreed woul d be

21 useful, that m ght help nake the process a nore

22 rati onal decision, and we don't know yet and so we
23 have to figure out the issue, and that's all we're
24 saying. There has been no process that we've done,
25 t hat we' ve done what John did 20 years ago in the NIH
00208

1 consensus conference. There have been 20 years that

2 passed, we've got two of the best nodelers in the

3 world sitting across the table, let's take a whack at

4 seei ng whet her they can be helpful in making this

5 process better.

6 DR. MCNEIL: If that's what it is, let's

7 try a --

8 DR. BROOK: O course it is.

9 DR. MCNEIL: That's not what | heard. |

10 heard sonet hi ng grander than that, but that's fine.

11 DR SOX: Barbara, | think it could be the
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begi nni ng of sonething considerably grander and as |
proposed in ny earlier remarks, let's take this
specific instance and try to see if we can take data
froma comon tunor and apply it to a | ess conmopbn
tunor and see what we learn fromthat by way of
advice to us as about to how to proceed, as an
exercise. But later on, if we, you know, a year from
now we m ght say hey, this is really hel ping us, we
could do it in sone other instances that aren't so
rare tunors.

| think it's really inportant to recogni ze

that we shouldn't let the perfect be the eneny of the
good in the process of technol ogy eval uation, because

ot herwi se we nay never get off the ground.

M5. RICHNER: Wen you say sonet hi ng

grander, what do you nean? | nean, are you
essentially saying that if we have a technol ogy |ike
PET that was referred to us, then we woul d take that
breast cancer PET indication, you would send it off

t o whoever, you or Alan, to nodel that, and then cone



7 back to us then with the answer, with the synthesis
8 of the literature? Howis this going to work? |

9 nmean, this is like a najor deal.

10 DR. BROOK: | think we should not nake it

11 a major deal. | think we should vote on sonething
12 | i ke we can give the chair the discretion, we would
13 | i ke to suggest that we follow up on this report and

14 t hat when the opportunity cones around, that we

15 actively try to seek the resources to figure out

16 whether analytical and nodeling work will help the
17 panels do their work better, and they report back to
18 us so we can learn fromthis and change our process.
19 That's all that's being asked.
20 DR. SOX: So if anybody objects to us
21 taking this step, nowis the tine to do it.
22 DR. GARBER Hal, | just wanted to clarify
23 whether | understood you correctly because |I didn't
24 quite have the sane understandi ng about extrapol ating
25 fromcomon to rare tunors. | think that there was

00210
1 consensus that you could not extrapolate say from

2 col orectal cancer to chondrosarcoma, about the
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accuracy of the test, and so the intent is not to say
t hat you woul d nodel froma comon tunor to rare one
in that sense. | think the main role of nodeling is
to close the gap, and that's why it's not really
changed in our guidelines, to close the gap fromtest
accuracy data which you often have, to health

out conmes where you rarely have direct neasures. And
we are not tal king about extrapolating fromone tunor
type to another, at |east when it conmes to PET
scanni ng, because all of the people at the conference
agreed that you could not infer that the sensitivity
and specificity in one cell type confirnms results for
anot her .

DR. BROOK: | think the issue here is that

the process that we would like to follow, if we
agree, is one where we go through our normal process
as we're going through it, and we begin to suppl enent
it with questions. Hal's question nmay be perfectly

| egitimate, you may be right. W wll never answer
this if we don't actually try out sonme things and see

how it works. And the function of the group to ne,
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since we have not other function, to sort of try to

figure out the conbination between how these things

wor k and how it changes the process, and we'll |earn
as we go al ong.

And |I'm not scared about -- | nean, you' ve

got the world's expertise on this commttee, we m ght
as well try it out. Al we have to is convince the
CVB people to provide the noney to do it.

DR. SOX: So what Bob is saying, this is

an opportunity for | eadership.

DR. BROOK: This is an opportunity to do

some out of the box work. You don't need to worry
about the results yet, Barbara, until after we see
what they are.

DR. MCNEIL: No, | don't care what the

results show, Bob. | just want to make sure |
understand what we're doing, | really do want to nake
sure | absol utely understand.

DR. BROOK: Hal wants to extrapol ate

common data to data; let's see if we can do that.

Alan wants to extrapol ate diagnostic sensitivity to
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heal th outcones data. Sone other person nmay want to
extrapolate fromwhites to blacks, fromyoung to the
old. There are all sorts of uses for nodeling that
we have not, we don't do.

DR. MCNEIL: So ny question is, |

understand that clearly, | understand the scope of

potential nodeling activities. | just want to know
what it is we're voting on, and | can envision two
things we're voting on right now. One is, we are
putting up a little flag that's a trial balloon, and
the flag mght be, let's take the PET exanple that we
t al ked about where we voted not unani nously in our
subcomm ttee for PET as an adjunct to. Now, are we
saying that that is a just terrific exanple to take

t hose data and nodel them out and find out what the

| npact of outcones is, and is that a trial that we
want to explore? That's one possibility.

O, are we saying let's take Al zheiner's

di sease, which is comng up in January, let's | ook at

that and not look at it within the franework that we
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| ooked at PET but rather | ook at the use of PET and
SPECT on outcones in Alzheinmer's disease. O are we
saying in this vote, this is just a vote now, because
this is the next step.

| s the next step a taxonony of the kinds

of things that we mght do. | used to nodel in ny
day so | have nothing against nodeling. | think I
know the limtations pretty well. | just want to

know what it is we're voting for, and | don't.
DR SOX: Tineis late and I would like to

suggest that the conmttee basically say to Sean, you

know, conme up with sonething by our next neeting, get
t he people on the conmttee invol ved who have real
expertise to help define a good question that we all
agree that if we got an answer, we could take it
reasonably seriously. And so I'msure he will be
scheduling a conference call that you would be

I nvol ved in, Barbara.

| think we need kind of a push in that

direction fromthe conmttee and then |I'm sure that

Sean and others will use us to try to make sure that
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it's not a waste of tinme. Wuld that feel okay?
DR. MCNEIL: That would be fine with ne

because | would feel like I'"mgetting nore

I nformati on before making a deci sion.

DR. BROOK: Can we nove that?

3

SOX: Sonebody can, | can't.
BROCK: So nove.

MCNEI L:  You noved it, |I'll second.

T 33

SOX: Wade, you have the opportunity

for conment.

DR. AUBRY: | just want to nake a brief

cooment. First of all, | think there are other
exanpl es of Medi care coverage in which diagnostic
tests have been considered per indication. | think

magneti ¢ resonance angi ography us an exanple of that.

The other point is | agree in general with

the discussion. | would like to see this devel oped
further. One concern | have is that | see that there
may be sone overl ap between nodeling, particularly

fromsensitivity and specificity to outcones, and
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forecasting, which woul d be based on determ nati on of
out cones based on estinates by experts, and there are
different ways of forecasting, but it seens to ne
that we don't really want to be doing forecasting,
and | see that as sonewhat of a pitfall.

And | also would li ke to say that | think

the greatest need that | perceive is in the rare
tunor area or in the rare disease, in which you are
never going to have enough data. And this cane up at
our Blue Cross/Blue Shield TEC panel all the tine,
particularly for therapeutics, say for chil dhood
cancer is a very good exanple of that. So |I see that
as a greater need than for nore conmon di seases in
which we really should, | think, expect data and good
st udi es.

DR. SOX: Anything el se before we cone to

the end of this discussion?

DR. GARBER Well, | think on that point,

Hal , your proposal has to do with nodeling, and I

t hi nk we ought to keep the issue of the rare di seases

separate. | reiterate what | said before, nodeling I
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don't think requires any significant change in our

exi sting docunent. The rare diseases potentially
does. Now |l don't if Sean wants to approach this as
one package or to separate those issues, but to ny

m nd anyway, and | think this reflects the discussion
at the neeting, the rare diseases was not primarily
an issue of nodeling, it's would you then use

di fferent standards of evidence. So | think it's
very inportant for us to keep these separate, and |
woul d just like to maybe add as a friendly anendnent
to your proposal that we explore having sone | anguage
to deal with the rare conditions in our guidelines
docunent .

DR. SOX: Ckay. Good. Anything else? 1In

t hat case, we are going to nove on to a series of
relatively short itens that cone under the headi ng of
ot her MCAC busi ness, so Sean, that seens to be your
cue.

DR, TUNIS: Wile |I'msure everyone i s now

runni ng somewhat out of steam which is probably

good, so | just wanted to raise a couple of issues,
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and | don't think we will go all the way to 3:30, or
hopeful Il y not.

The first issue is, several MCAC nenbers

have brought to ny attention that they have been
recei ving sone communi cation from technol ogy
advocat es around particul ar issues, and | just wanted
to make sure everyone understands that you are under
no obligation as an MCAC nenber to take any
particul ar phone calls or respond to any particul ar

| etters pronoting a particular position on your part.
You are only special governnment enployees when you're
here, as far as | know, and so you are certainly

wel cone to take those phone calls and talk to those
fol ks, but you are under no obligation to do so.

That obviously falls -- and one of the

t hi ngs you can certainly do when fol ks want to
provi de you sonme information on a particular issue
that's before you is, you know, advise themto
provide the information to CVM5 and we will be sure
that the MCAC commttee nenbers all get the

information if it's going to be relevant to the



19 decision. You know, it to sone degree borders on a
20 violation of our open public process to be having
21 i ndi vi dual s have information that not the entire
22 commttee or the public doesn't have access to.
23 M5. RICHNER. Well, when you go back to
24 the charter and how this all originated, one of the
25 ways you can easily facilitate this is sinply say go
00217
1 to your industry representative if that's the case,
2 if it's an industry person that's comng to you with
3 i nformation. Then the industry rep has the
4 responsibility of comng to the committee with the
5 i nformation. Then the other possibility is to just
6 sinply refer that person to CM5, CMS5 then is supposed
7 to dissem nate the informati on anong all the
8 commttee nenbers. That's at | east the process that
9 the industry is supposed to observe.
10 DR. TUNIS: Right, and that generally --
11 again, you're allowed to talk to anyone you want to,
12 but generally again, you are under no obligation and

13 the thing you should do is just refer them back



14 t hr ough us.

15 DR. BROOK: That's very different from

16 what you told us when we began.

17 DR. TUNIS: Fromwhat | told you?

18 DR. BROOK: W were explicitly instructed

19 not to talk to people while we were involved in

20 maki ng those decisions, and to refer those --

21 remenber, if we had the conversations, that two of us

22 woul d be on the phone at a tine.

23 DR. GARBER | think that predated Sean.

24 DR. BROOK: | know it predated Sean, but

25 it was part of the process. It predated you. So now
00218

1 we can talk to anyone, but just be careful is the

2 rul e?

3 DR TUNIS: Well, no. 1'mjust saying

4 that we can't nmake rul es about, you all have lives

5 out side of here and in many cases they overlap sone
6 of the issues that you're dealing with. So you know,
7 | can't tell Frank Papat heofanis never to talk to

8 anot her PET manufacturer, but he's not obligated to

9 talk to anyone he doesn't feel like talking to. So
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that's the main thing.

On the issue, of really the only topic so

far that we are fairly sure, well, we know is going
to a panel, will be the neuroi magi ng for suspected
denmentia which is, as | nentioned earlier, going
January 10th to the Diagnostic | mging panel.

DR. FERGUSON:. Is that neuroi magi ng or

just PET?

DR TUNIS: Well, I don't know if Deb

Zarin is here, but | believe it's all neuroi magi ng,
and in fact that is being done partly as you all were
i nvol ved in discussing this at your |ast neeting, but
that is being done in part as a nodeling exercise.
And we are trying to take on functional MI, SPECT,
as well as CT and MRl structural inmaging. W're just

| ooking for other ways to get in trouble and we

t hought this one would acconplish it.
(Laughter.)
The PET for nyocardial viability, we had

i ntended to also go to a panel and we're di scussing
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that internally, and it's not 100 percent clear that
woul d go to a panel, although it probably wll.

That sort of gets into a couple of other

broader issues that | would just |ike to have your

I nput on, both of these. One relates to sone

addi tional discussion on criteria by which CVB
decides to refer things to the panel. W have had
sonme general criteria which basically has gone to the
tune of conpl ex and/or controversial issues, which
gives us a whole lot of latitude. But while we are
in the mddle of witing a new Federal Register

noti ce descri bing our process, it would be

i nteresting to hear your input on whether that can be
fl eshed out a bit nore, and so we wll get to that.
The other thing I wanted to just run by

you is sone thoughts that we've had internally about
reconfiguring the MCAC panels in terns of nunber and
conposition, and these ideas are at a very early
stage and we wanted to make sure we got your input at
and early point.

So maybe then, let ne just sort of throw
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t hat out and we can tal k about the two things
together, which is basically we're thinking of
collapsing the six panels into three panels, partly
froma perspective of tractability, partly because of
the i nfrequency with which sone of the panels have
been neeting. And it would be, | don't have the
exact list here but there's sonme matching in terns of
DVE woul d go into the Medical Devices panel, or they
woul d be nerged. | believe we were thinking of
mergi ng the Drugs, Biologics and Therapeutics with

t he Medi cal and Surgical panel, and then | believe
the Di agnostic I magi ng and the Laboratory into sort
of a diagnostics panel.

VWhat we would do with the nenbership is

t hat we woul d keep both of the chairs and the vice
chairs, so we would actually have co-chairs and
co-vice chairs for each of these panels; we don't
want to kick out any chairs and vice chairs. But for
any given neeting of a panel, there would only be one
chair and one vice chair at a given panel neeting.

For all other panel neetings, there would be no
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standi ng assi gnnents of panel nmenbers to any of these
panels; the rest of the MCAC woul d be a | arge
undi fferenti ated pool of experts which we would try

to bal ance sonewhat according to the distribution of

| ssues that tend to conme before use, so probably nore
cardi ol ogi sts than herpetol ogists, and --
hepat ol ogi st s.

(Laughter.)

Yeah, we have very few snake rel ated

| ssues.

And then for whatever topic then that

conmes up that we decided will be referred to a panel,
we will actually constitute that panel by

overwei ghting it with the people who have an
expertise in that clinical area. So that's

basically -- you all would still be the Executive
Committee, maintain your chair and vice chair
assigned to your panels, although they would be these
reconstituted panels, and then a big pool of MCAC
menbers, who we would call upon and form a 15-nenber

panel for each given neeting.
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And then the only other thing | would say

is that we are also intending to increase the nunber
of formally trained nethodol ogi sts on any gi ven
panel, so probably have sonmewhere between two and
four card carrying nethodol ogi sts at each panel
neeting, as well as you know, four to six people with
clinical experience with an active clinical practice

related to the area that we' re addressing, and then

fill out the panel with other folks.

And | think the only thing that | m ssed

Is that the consunmer and industry representatives
woul d al so stay wth their panels as standing nenbers
and woul d not be part of this floating pool so to
speak.

DR. FRANCIS: Is there any risk that you

m ght be perceived as having a bias in how you sel ect
panels if it's so nuch nore open.

DR. TUNIS: W don't get generally accused

of that, no.

DR. FRANCIS: Well, if it's a huge pool of
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everybody on the MCAC, rather than everybody on
Drugs, Biologics and Therapeutics, | just want to

rai se that because that's the outside public

per ception or concern.

DR TUNIS: | think that's a concern and a

potential drawback to this approach, and you know, it
woul d probably obligate us to cone up with sone
explicit process for how we identify which panel
menbers will actually go on a panel, although |I hoped
that we could acconplish this by virtue of selecting,
you know, MCAC nenbers fairly well, and those with
frank conflicts of interest wouldn't be part of the

panel and we woul d be okay, but presumably it woul d

be controversial too.

DR. SOX: There is another concern with

drawi ng randonmly froma pool of experts and that is
you won't evolve the group skills of a panel to the
poi nt where they work efficiently throughout the
whol e day. W all know there's a tendency for people
who don't know each other to have a little bit of

difficulty really nmeshing at the beginning of a
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neeting. Sonetinmes the whole norning goes by with
peopl e just kind of trying to establish thensel ves as
I ndi vi dual s, and one of the advantages of this group
Is that we've worked together a | ot and although it

m ght not appear that way to outside people, the fact
is that we really hum even though it looks a little
di sor gani zed.

DR. TUNIS: Yeah, | think to sone degree

what that's going to be counterbal anced by, that's
anot her downsi de, but what seens to be a limtation
of sonme of the panel neetings we have had are the
smal | nunber of fol ks who have real content expertise
in that area who have been able to really engage the
meat of the content of the issue. W've tried to fix
that a little bit by adding sonme nonvoting experts to
a panel, but we've cone to rely trenendously on the

fol ks who happen to show up who have, you know,

content expertise, and we really use them possibly
nore extensively than we should, given that they're

usually there for a reason, which is you know, to
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support the technol ogy.

DR. AUBRY: | was just going to nmake that

point. It seens to ne that you have al ready noved
sonme peopl e around on panels, had tenporary voting
menbers or guests to round out panels, so in sone
sense you're doing sone of this already. So | don't
have any problemw th the idea.

| do think what's probably going to happen

as a practical matter is that there are sone people
who are probably going to serve very rarely, who
won't have gone to a neeting for a year or two or
sonet hing, but sone of that is happeni ng now.

DR. SOX: Wwell, the only coment | would

like to make is defining of questions, and you
probably nade a slip when you said you would pull
this group of people together just for the neeting.
In fact, I'm sure what you neant was that you are
going to pull themtogether for the whol e assignnent,
and we've tal ked today a fair anount about the panel
basi cally deciding the questions were all wong, not
havi ng them buy into the questions. You have been

engagi ng the panel chairs and vice chairs in trying
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to fornul ate those questions, and | just urge you to
adopt a process whereby all the nenbers of the
committee are brought in at an early stage, either by
having two neetings of the commttee, the first of
which is to get the probl em scoped out and define the
guestions and talk it through, or at the very | east
have a conference call at which tinme you do that, to
m nimze the chance that you're going to have nore of
this just throw out the original questions and

| nprovi se on the spot during the neeting, which I
don't think is such a good idea.

Bob.

DR. BROOK: | have one ot her question.

| "' mconcerned with the process of getting together
that m nimzes maki ng wong deci sions, and the way we
have done this process and the way you're planning on
doing it is to enphasize nore and nore getting over
this evidence hurdle. W discussed at this group
recomrendat i ons where things have been approved for

coverage and not things that haven't been approved.
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| nmean, it would be interesting to go through the
actual time we spent to see if indeed our group
process is that we concentrate nore on trying to
overturn approved things as opposed to go back and

| ook at things that haven't been approved and try to

approve them

From t he panel process, you' re now addi ng

nmet hodol ogi sts to it. The nethodologist's role wll
be probably even nore not to be constructive in terns
of finding evidence out of you know, slop, but to
basically take evidence that m ght be there and you
know, provide caveats about why it's not as good as

it really | ooked by the first pass, when sonebody
with | ess nmethodol ogic ability | ooked at it. NowIl'm
hypot hesi zing, these are all hypotheses, | don't know
whet her they're true, but | do believe we need to

| ook at our decisions we have nade, our
recomrendati ons, | ook to which ones you' ve taken, and
have sonme eval uative process that we are doing either
what you call a post-marketing surveillance or

sonet hing, to make sure we're doi ng anybody any good
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in this country. So that if sonebody two years from
now asks you to testify to what good have we done,
there m ght be sonething to show them one way or the
ot her about what we've done, and | think that can be
set up to namke that happen.

|"'mreally concerned that we don't know

t he answer to the question of, are the things that
we're doing things that really are useful to do.

M5. RICHNER: In ternms of your

restructuring the panels, regrouping theminto three,
et cetera, you know, we did prepare a process and
gui del i nes where there were sone things that we
reconmended that be done, like for instance, the
panel nust explain its conclusions in witing and all
that type of thing, and so far | haven't seen any

evi dence of any of that, and | was just wondering if
we actually asked the panels to do what we said they
wer e supposed to, maybe sone of these probl ens

woul dn't have occurred, especially like today with

what happened thi s norning.
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DR. BROOK: Yeah. For the record, could

we have sonebody | ook at guidelines that we

i npl emented, and try to sort of see the
correspondence between what happened on the |ast two
presentations and see what we need to do not to beat
peopl e up but to inprove the process, and how do we
i nvolve us in doing that, because that woul d be very
useful .

M5. RICHNER. And al so the questions

i ssue, we did address that. Renenber, there was a
process where we were supposed to post the questions
on the web, there was supposed to be a whol e process
for determ ning those questions, so there is a

process in place that we haven't really done yet, so

maybe if we started foll owi ng what we wote, we

wor ked hard on this, that nay sol ve sone of our

pr obl ens.

So the consolidation of the panels,

i ncl udi ng the nethodol ogi sts and all that kind of
thing, |I'malso concerned about how that woul d work

wth this and what we' ve descri bed.
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DR. SOX: | have a paucity of experience

to relate. The automatic bl ood pressure nonitoring
panel chair, which is ne, | was asked | think al ong
with the vice chair, to review what HCFA now CMS
wote up as well as its actual coverage decision, and
to give input into the fine shadings of the neanings
and so forth, which | considered to be a really
positive step. So there's at |east one things that's
happened i n one instance that was good. Tom

DR. HOLOHAN:. | think we're nmaking too

much of a mnor point. The reason that at |east the
drugs panel changed the question was in the main a
result of the fact that they saw at that neeting for
the first time the FDA approval letter with a

speci fication of serumlevels and the commentary t hat
you could treat serumlevels with this drug, but you
coul d not anticipate changes in the signs and

synptons al l eged to be anenable to carnitine therapy.

That had never been seen by anybody on the panel

prior to that day.
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That nmade the single biggest difference in

t hat panel deciding that well, in fact none of the
data we've heard and nost of the testinony has never
addressed actually what is carnitine deficiency.
There is no way you are going to change that if those
events occur. That wasn't CM5's fault, that was FDA.
They had i ntended, as | understand, to be there to
testify, changed their mnd at the |last mnute and
provi ded a single sheet of paper.

DR. BROOK: Al we're asking is if we are

going to do this correctly, the transparency of the
process, | nean, stop the issue of blanme, it's the
transparency of the process. | nean, what Hal told
us, we don't know. What you just told us, we don't
know. And the question is, maybe there is sonething
bet ween 500 pages of materials this high and

t hr ee- and- a- hal f pages that would be useful to help
understand where we're going. That's all |'m saying.
| nean, that would be a wonderful thing to say, but
we got the questions on the day of the neeting, we
saw sonet hi ng, and based on what we saw, we had to

change the question. Three sentences.
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DR TUNIS: | think the point is taken

fromtoday of highlighting yet again the inportance
of not only the questions thenselves but the process
by which the questions are derived, and | think we
will after this neeting go back, |ook at process of
docunenting them W are evolving an entire set of
standard operating procedures for every el enent of

t he coverage process, which are getting towards a
usable form and the procedures that we use for the
MCAC process is one part of those, so | think we wl|l
be probably nore faithful to that docunment in future
nmeet i ngs.

And we probably at this point want to cone

cl ose to wapping up, unless anyone wanted to say any
burning thing about criteria for referral.

M5. RICHNER: Criteria for referral is an

i nportant one that, can you at |east bring up now
what you're thinking about in terns of what questions
or issues you're bringing to the panels.

DR. TUNIS: Again, we haven't gone a | ot
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beyond the issue of things for which the evidence is
conpl ex and at |east, not obviously conclusive in one
direction or another. So we don't bring things to

t he panel where the body of scientific evidence is
fairly sinple and straightforward and you know,

drives you to a fairly natural conclusion. So

evidence that's a little nore conplex, not clearly
pointing in one direction or another, and where there
are kind of overarching issues of controversy. For

I nstance, PET for Alzheinmer's diseases, where there's
| ssues of prognostic information, the value of that,
and issues of the effectiveness of treatnent, where
we just sinply don't want to nake all of those kind
of judgnents internally, wthout a whole | ot of
opportunity for public hearing.

M5. RICHNER: It just seens |ike the panel

over the last year has been PETs are us, it's just
PET, PET, PET every single tinme. It seens like it's
alittle -- what else are we going to tal k about

ot her than PET?

DR SOX: Well, w're at the end of the



16

17

18

19

20

21

22

23

24

25

00232

10

neeting, and only one of our nenbers has gone yet.
Don't stand up pl ease, because Janet has to dism ss
us.

M5. ANDERSON:. Now you're all at ny nercy,

so let's wap this up.

| want to invite everyone for continuing
information to visit the CM5 web site which is still
www. hcf a. gov\ coverage., or sinply ww. hcfa.gov, and
click on the coverage process.

To concl ude today's session, woul d soneone

pl ease nove that the neeting be adjourned.
DR ALFORD-SM TH:  So nove.

DR. MJRRAY: Second.

M5. ANDERSON:. Thank you so nuch, the
neeting i s adjourned.

(Wher eupon, the neeting adjourned at

3:16 p.m)
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